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1 . This international preliminary examination report has been prepared by this International Preliminary Examining Authority 
and is transmitted to the applicant according to Article 36. 
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This REPORT consists of a total of 
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. sheets, including this cover sheet. 


This report is also accompanied by ANNEXES, i.e., sheets of the description, claims and/or drawings which have been 
amended and are the basis for this report and/or sheets containing rectifications made before this Authority (see Rule 
70. 16 and Section 607 of the Administrative Instructions under the PCT). 


These annexes consist of a total of 


. sheets. 
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Basis of the report 
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Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 
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Facsimile No. 

Authorized officer 
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1. With regard to the elements of the international application:' 
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I I the description: 

pages 

pages 
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, filed with the demand 


, filed with the letter of 
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the claims: 

pages 

pages 

pages 

pages 


, as originally filed 

, as amended (together with any statement under Article 19 

.filed with the demand 


^, filed with the letter of 
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the drawings: 

pages 

pages 

pages 


, as originally filed 
, filed with the demand 


filed with the letter of 


I I the sequence listing part of the description: 
pages 

pages 

pages 


, as originally filed 

_ , filed with the demand 


filed with the letter of 


With regard to the language, all the elements marked above were available or furnished to this Authority in the language in which 
the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language which is: 

I I the language of a translation furnished for the purposes of international search (under Rule 23. 1(b)). 
I I the language of publication of the international application (under Rule 48.3(b)). 

I I the language of the translation furnished for the purposes of international preliminary examination (under Rule 55.2 and/ 
or 55.3). 

With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international 
preliminar>' examination was carried out on the basis of the sequence listing: 

□ 

contained in the international anplicalion in written form. 
I I filed together with the international application in computer readable form, 
I I furnished subsequently to this Authority in written form. 
I I furnished subsequently to this Authorit>' in computer readable form. 

I I The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 

international application as filed has been furnished. 

The statement that the information recorded in computer readable form is identical to the written sequence listing has 
been furnished. 
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The amendments have resulted in the cancellation of: 
the description, pages 

I I the claims, Nos. 

I I the drawings, sheets/fig 


5. 


I I This report has been established as if (some of) the amendments had not been made, since they have been considered to go 
' — ' beyond the disclosure as filed, as indicated in the Supplemental Box (Rule 70.2(c)).** 


* Replacement sheets which have been furnished to the receiving Office in response to an invitation under Article 14 are referred to 
in this report as "originally filed" and are not annexed to this report since they do not contain amendments (Rule 70.16 
and 70.17). 

** Any replacement sheet containing such amerMments must be referred to under item 1 and annexed to this report. 
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46. 1- [4- [4- C [2- C (E) -2- [4- ( f P 7/^:4-13 pi ^/V-) :7 
^/l^] -lH-1, 2, 3-M;T)/-/V 

4 7.!|&5|eXj^|ll^K:^3V^T|ll^;^6. 9 8, 1 4. 0 2, 1 7. 5 6, 2 1. 1 0, 

2 4.7 o0m7&\z.mkmf3:if-:!^i:^irZM4 ewm<oi^^o 
4 8. |^|B4 6|B«©3^^^-g■^-T?J5^S^llm^feo 



10 


wo 02/06249 
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rr/v^/v-J i:UT». m^tiC^.^T/V^A- P<^>'K ^^/K 

rr/v-^^/vj irurri. 'B^;t»^C2_eT/V'5^^>'v (Mx.rf> if^/w ry/K 

>^'?/P^f/K l-l/f'^^/K T.-'f^^f^^ a-l/^^^A'v l-'^^5^=^-'l'*if) * 

2— ^:7^/K 2-lf7*ny/K 3-tf7a^^y/K 4 - tf:73i::i y /K 
^^/K i^^ni^/V-^^/K 1-* ^-r^^v'Vp^^/K 2--^-7^/V'P«^/K 2, 2- 

3-7ai^/V':/ntr/K 4-7ac^/V':/5^/K h-yz^^^^^^ 

OA 


wo 02/06249 


PCT/JPOl/06145 
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x/>r/K yn^/K ^/v^^V /iJA^^=^/^^ f':t^A^iii^) /iJ/^^ 
2-')-y^/v:fyA^^<^4A^i£}f) ^ 5:fev>U6M^^^;{'/^^^^^/^ 2-tr 

OO 


wo 02/06249 
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2-:7y/K 3-7y4^v 2-:^^^-^})^^ 4-:i-^^yVA^^ 5-:t^^^/V 

1. 2, 4-hyT>/y/p. 1. 2, 3-byr5^y/i'. 2-ifyi^;p, 3- 
ifyi^/K 4-ifyi?/K 2--=^yy/K 3-=^/y/K 4-^7 y/K 5-^/ 
y^K 8-^yy/u^ 1 — (y^JD/K s-^y^^VA^^ 4-^ y^y v/v^ 
5--fy^/y/K 2-tf7i^=/K 2-try 4-ify 3- 
ifny/i^, 1— r^y>^y/K 2->r ^i5''>^y/K 4->f$^>^y/K 5— r^^^ 
5/y/K 3-f y^i;^^:^/K 3— ry^r>^y/K 3-^y:r=^f->'y/K 1-^ 
>^Ky/K 2->r^Ky/K 3--^>'KyyK 2-^:^>^^r>^y/K 2-^>'>' 

[b] ^:n=7K S-^^':/ [b] ^J^^/K 2-'<>^5^ Cb] Vy^i^^ 3—^ 
Cb] 77^=^-^^*^?) 3&H7^We>tl.So 

5i@. ^SF^L<«:l3&V^U3^B(0/^P'5*»>^ig^ (M. ^vU^ ^"0% 

-ynyfA^^ -y^A^^ -fy:/^/K sec-:/^/K tert-:/^/^^ ^V^/K ^^i^/u- 

^/K b y n d ^/K h y ^f'/K 2 -rT^ia-^ea^^/K 2 , 

2, 2-hy:7/V':^i3 3if^/K :?^»atf/K 3. 3. 3-h 

y ^/v^-n -yn if/K y tr^K :/^/k 4 , 4 , 4 - h y r/f^/K 

5, 5 , 5 — h y :7/W::^-o^>'^/K -^^^/^K 6 , 6 , 6 — V y yA^:^n^^l^ 


23 


wo 02/06249 


PCT/JPOl/06145 


LTttv i/^ra^^'^/K i^:?' 4, 

4-i?^pn3i/^p^;3|rv'/K 2, 2, 3, 3 -t" h 7:7/^:^13 ^^rJ' n^:/^/K 

^-✓'x >f y:fxxis^^i/^ ^ y^i/^ ^ Y^u. sec-:/ v^^t^^ ^i^^a^:^^v. 

-^^i^jV:^^%^i3L^) tStifi^mtf^Mo McPf^mtVXfi, m^ffj^ 

9.A 


wo 02/06249 
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'3f'>', >f yyf'^i^, sec-:/f'3fi/'. tert-:/b^v'> ^>'^/V:^-'¥->^/^'3{^i/'/V 
V^U5R 0*b<ttl3fcV>b3^(Z>/Ma'5^yM^ :7 5^^, 3 

4, 4, A-Y]}yA^:^xi'f^A^^:^^ ^l^'^fV'f':^^ ^^^^f^^^l^l^ 

mmm. »*l<«: a) 5)5:v^li4m (s^*b<»5>fcv>uioM) ^mam 

. (ii) 5:feV>U10M#^5^SJ^^^*:fc» (iii) 7^;V^L10M^^ 

±E r 5 jfev^b 1 4M (S^* b< r± 5 j&v^u 1 oM) ©^^wj^i^^j ^ vxtt, 

m^n^ '^:ty:T,>^. byr^^-Zi'. -O-y Cb] '^:tyai>, ^ 

yf^r^Z—fV^ -f-yy [2, S-b] 77^, tfn— /K ^ 

^^5/-/K if^y-zK tryi?^. ifyi^^-. try^i^i^. ifyy-;?:^. ^f^'K 
-/K ^ry^r^^F-zK 1 H->f ^^^^/^/k :/y>^> 4H-'¥yye^:^. ^y^^ 
yyi^^ ^yy:/^ y^yi:>i^^ -ry^Vi^:^^ '^y^^vy^ ^i-yv:^. 
J y ;K ^ -Jj^zv^a^y ^ai-^-V h y i?:^. TrJ' y i^v^ y^-t 


wo 02/06249 
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^/Vl^s if9:^Vi^:^^ ITyyv^s \f^l)i^>^^ \f^^i^l^^ ^A^i^V>^ 
tfv^^n [2. 2. 1] ^y^^':^^365^lf f>tt5o . 

5*v^Li4M (0*L<«:6)^v^bloM) <^ (^^^ft2n^ mmmmx 

2-:t-'?f'9-^y/K 4-:t'^1^5/y/K 5 -:^-^1^>^y 1, 2, A-hVT^ 

y/K 1, 2, 3-hyT>^y/K 2-fcfye?/K 3-ifye?/K 4-ifyi?/K 

2- ^/y/K 3-^/y/K 4-dE^/y/K 5-^/y/K s-'^/y/K i- 
>ry^/y/K 3-^y'¥7y/^. 4->ry'^yy/K 5->ry^r/y/K 2-if 

2-tfy 5':;?=/^, 4-try^i^^^/K 3-trpy/p^ i-^^^i/y 
/K 2— r^yv^y/K 4— r^^j^yy/K 5— r^^yy/K s-ify^v^c::^/^^ 

3— fy^ryy/K 3-'ry:^'a^i^yy/K i->f>^Ky/K 2->f>^Ky/W'. 
s-^^'KU/K 2-^^'y^Tyy/v^ 2-^:^y Cb] ^3:=i/k 3-->^>'y 

[b] f=-a:^/K 2-^^y [b] y^^/K 3-^:^y [b] '7y^fl^ti:E<D^ 

2— r5^5/y=/K 4->f 5i5^yyri/K 2-tf"9yyi^c::i/i'. 3-\fy:/vi^ 
^/K 4-t!'7yy t"^y^;?y, 2-t:''^yi?/K 3-if^ye?/K 4- 
if y v?/K 1 - i?^7K 2 - ^A'^ y y > ^^-^/pjj^ y y 


9ft 


wo 02/06249 
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S 1 U 3 m(0^7'nm=f'^ti 5 jSjVn L 6 RiOmmW^^i^ $ h LV\ 
:irflc6?IlJ:r;i^ 2-^3i=/K 3-^3^r:i/K 2-1^^^?/^ S-tfUi^^/K 4 -if 
yi^/K 2-:7y/K S-^VA^^ tf^v^^/K 2-lfP$i?-/K 

3-bryyi?=/p^ 3->ry^T)/y/K 3->ry:^-'¥f->^y/K i-trpye^^ 
/K 2-trpy s-tf^y 2— f$^yy::^;K 4-'<5^yy 
:=^/K 2-br7J^ye^:=/K s-e^yy i^^.^. 4-if7>^yi?=/K tr^yi? 
2-tr-<yv?/K s-tr^yi^/p^ 4-tr-<yi^/p^ i-tr-<7i^=/K 2- 

:^mmm^ rri^/H i:UTft. m^fS^: -(C=0)-&R^ -(C=0)-0 
aR^ -(C = 0)-NaRb R, -(C==S)-NHa R^fcH: -SOg-cR 

R.io R M4-e^$j^5 rCi-eT^^t-^/v-j UTtt. *«;trf. p«^/k ^i^/i-v 

fc«:2^#LTV^T'^>J:V^r^/;^5i^)^ (2) ®^^^l>TV>Tt> J:V^^)l^T5 
±m (1) © ^ffife£S^l*;/fc«:2^WU'CV^T'{>J;V^r^yJ © t 
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y . tr^7 1 — f /K ^^^^ !J / > '^:^^/i'2)^ y / , x h 9 Kt^ T*^ tT 
j^_.l_^yv..^^.^5/y -i?>'-l-.l'7K 2, 3-i?fc K^-lH-^?^5/-- 
,^_l_^^^^ ^].9t (2H) -If9 5e?::^/K 3, e-i^tFP'-l 
(2H) -trp^i^^/K 3, 4-i?tKP»-l (2H) y ^i^^^/l'JfeafdS^ 

» riL^fe^s^*uTv^xt>J:v^#)lfer^yJ <z> r^aj^j bvxn. mK.tic^ 

ari/K 1— :^:7^/W 2— i^^^A'. 2-lf7*=y/K 3-lf7*riy/K 4 

3-f^cii^7K 2-7y/K 3-7y/K 1. 2. 4-byr>'y/K 1» 2, 3 
-hyr5/y/^. 2-trye?>'K s-brye^/i^. 4-tryi?/K 2-'^yy/i^> 3 
-i^yy/K 4-^y^y.^K s-'^E^yy.'K s-'^e^/y/K i— fy^/y>^K 3 
->fy'3^/y/K 4— fy^/y/K 5— ry^/y/^. 2-tf7i^^>'K 2-if 
y^i?ri/K 4-try s-ifpy/K i->r5^2/y^K 2— f5^>^ 
y/K 4— r^yy'y/K 5-^^^>^y/K s-try^re^^/K 3-^yf^ry 
y^^^ 3->f y;^-^^^i^5/y/K 1— r:^Fy/K 2-^>'Ky/K 3— rvKy/K 
2_^:/>/^ry'y/K 2 — ^^'i^ Cb] 3 — ^^'^z [b] ^^^^^^/k 


9il 


wo 02/06249 
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2-^>.y [b] 77=/K [b] *^;65lJfeV^L3^ 

^a^r bTV>Sr ^ /*5 itJ^ (2) S^S^WLTV^5^^^T ^ / d^^tf btb. ^ 

msj *5JttJf r^*^r^yj tt. -hiB (i) ^xx^ (2) -c^^a^Life: r^^j ^ 

y/K 4-if7*r=y/^)&if) . ri^:^y/v 2-T>:^V/>tS:if) i^^i^i^m 

W[2m^ ^#]i^m^ds#tfe>ttSo :^f*JKjK:». mx.\t'f-::^=^jv 2- 
^0;=:^, 3-'^3:^/V'),7y/w(M> 2-7y/K s-^y/v-). tryt^/Ki^. 
2-t'y v^/v. s-tfyi^^/K 4-tryi?/v) ^ '^y^y/v 2-^jy>j^^ a 
-'^/y/v. 4-'^^yy/u. 5-^yy/K ^-^jv/^) ^ >fy=a^/y/^ 
i_^yiif./ij/v^ z-^v^j^)^^^ 4->ry^/yA'x s-^ry^v^y-'v) . 

try ^i^^/i- 2-ey^i^^/W'> 4-try 55^:=^-) ^ trny 
A- (-efn. s-fay/v) , m. 2->f^^yy/v) . i^y^j^i^^/v 

3-tfy^5^e?=/^) V -fy^r^/y/v- (m. 3--fy^T>'y/^) ^ >fy:*- 
^1^;/y>^ (^j. 3— ry;^-^i^5/y/^) . -r^^Ky/^ 1— f^^Ky/^x 2 
— r K y 3 K y /V) V -oy^f-r y y /i- 2 -^v-/^r v y /i') > 
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\ 
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^i^:/yy^f^ 2-^u9 [b] :77:^/K Cb] yy=^M * 

X'-e^^tbS rjji^j i:LTIt. /Niayv (7/V:tn. iJ^ttn, 3 

>&^;iSWbixS. 

R-^^fefiR-^T. R"> R«^yfc«R'**^$tbS ^g^fe^S^^^TV^5fc K 
P'^v'J © r®feSj fcLXtt. mxM.. I&IB rM|^J&;irbTV^Tt>J;V>^^ 

R-»^fc«:R-»-e. R". R"^fcttR"-e^$tl.5 rgmS^:tUTV>S^:^- 

-/vj © rgiiisj irUTK. m^fi. ms. ^mMm^^vxyi^xhxyi^m^m 
<D rwisj tuTtt. «»i^rf. ^mm^^\^x\i^x%>ii\i^m/^mm\ © 

© \Wmi irUTWt. ^;trf. firm rfK$|^S^JtbTV^-ctJ;v^^fl£?K^SJ © 
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yfO 02/06249 
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-^y/K 3-7!; 2-ify':^7K 3~i^yi?>«^x 4-tryi;?/K 2-5^/ y 
/p. s-'^yy/i^. 4-^7 y/K 6-^>^y/^v s-^/y^K i-^y^f^/y 
3— fy=¥yy/K 4->ry^yy/K 5-^y=¥yy/K t^^e^^/K 2- 
fcry^.i?::i/K 4-try^i^^/K 3-ifpy/K 2-^^y>^y/K 3-tfy^ 
i^i::/K 3— ry^r^/yA'. i-^f^^Ky/K 2->fv 

K y /K 3 — r K y /k 2 -^i^v^rr y y /k 2 -^^^^^ c b 3 3 
-^yy Cb] ^3ic=i/Vv 2-^:^y Cb] 3-'<>'y [b] yy=^f^ 

R»*, R«*feiU«R"*tf?2o*5, fcSV^fiR". R ":^J:rJfR 2o;^, |!^ 
-r-5^^m^i:*t-EifeS^^LTV^T^ iV^^^J^^i-^^. ^-a-i^ (all) s 

(bii) -B^^rf^ 


31 


wo 02/06249 
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(bii) 



R^ R"»i3J:tJ5R"'©2o^yh«:3o, *5J:tJ«R". R '^feil^R '*©2o^ 

So 


wo 02/06249 
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'^.^^^M: KPtry ^i?^^. t^yi^:/. try^i^^'. 

X^^fc^X'^-e^^ti.S r/M3^-j/'j irU-Tttv :J't3p, 
<o rgjj^j ^LTtt. MxLff. iu^ ^*^^:tu-cv^T'bJ:v^^>fb7Km^J o 

R", R". R'^*feW:R'**e^§tt5 rflKI^S«r:rbTVNTf> J:V^^:^--/^J 

© rg^j irUTtt. tulB rg^S^#UTv^Tt>J;v^|^>fb!K^^j 
m7L^c\^ir)\^^fi' m^\t. :^'f~f^. ^^>^k :/otr/v, ^y:/Pif7K 

/K 'TVl/^/K sec-:/^/K tert-:/^/K ^'^i/'^l^Jfe ^) J&^d^^ 

^ ^g^^t^^LTV^Tt>J:V^T/^^/^J o rffi^j ^LTW:. m^\t. ^ 
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wo 02/06249 
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^/K 2-\fy=c^^V/K 3-lf73i=.y/l^s 4-lf7ac=^!;/K 2-Ty-:^y/l' 
7^nm^Sr'^l>5>fcV>bl4^ (0^L< r±5:fcV^Ul OA) (^^^fc«:2g^ 

--:7p/K 3-7y/K 2-if9i?A'. 3--tr9i?/K 4-try5?/K 

3-^yy/K 4-'af/y/K 5-3f/y/K s-^^^^y/K i-^y'^/y 
s-^fy^y^y^K 4— fy^/ y/K 5— ry^^yy/K vf^i^^A'^ 2- 
ify$e?^/K 4-if y ^i^^^/i'^ 3-tfay/K 2->r^^>'y/K 3-try^ 
5;?:=i/K 3— ry^T>/y/K 3-^y:t^'f^^^J/^. i-^^'Ky/K 2— r^^ 

|?y/v^ 3_^>.]s*y/K 2-^:/'>/^r>^y/K 2-^Vy [b] ^J^^>^K 3 
-^l^/ [b] ^3i:=:n^^ 2-^^^5/ [b] ^y^i^^ Z-^V^/ [b] 

b<t4lJ5^V^b3^@:tbTV^Tt>J:<^ gg|^iJ:35S2MWi<^^. 
R^'-tf^^ttS rfti^l^j i:LTW:. M^ff> Itf^ ^gife^^::tb•CV^-C'l>i: 


wo 02/06249 
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^LTtt. «»Jx.ffs -CH=CH-. — CH2~CH=CH-. — CH2-CH=C 
H-CH2-. -CH2-CH2-CH=CH-. -CH=CH-CH=CH-, - 
CH=CH-CH2-CH2-CHg-v-CH=CH-CH=CH-CH2-CH2 
^ , -CH=CH-CH=CH-CH=CH- . -CH=CH-CH-CH-C 
H2-CH2-CH2- . -CH=CH-CH=CH-CH2-CH2-CH2- . 
-CH=CH-CH=CH-CH=CH-CH2-. -CH=CH-CH-CH- 
CH2-CH2-CH2-CH2-. -CH=CH-CH=CH-CH2-CH2-C 
H2-CH2-, ~CH=CH-CH=CH-CH=CH-CH2-CH2-> -C 
H=CH-CH=CH-CH=CH-CH=CH- i3:if<OC^.io'^^^^-^^^ 

m ^ElS^^^UTv^•ct)J:v^r/^>5r=l^>'J (o rw^j a:bTtt. M^rJiir 

-C = C-s -CH2-C=C-. -CH2-CSC-CH2-CH2- 


wo 02/06249 


PCT/JP01/0614S 


m ^M#^^^UTV^TtJ:v^r/V"¥=v>'J (O ^M^i thxti^ m^tfWi. 

«Ci_«r/V"¥/w 7«^/K ^^/K :/i3tr/K -ry>^p'i^'/K >^^>'K 


9ft 


wo 02/06249 


PCT/JF01/0614S 
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Y ' jif * L < n.mmm'f'^h So 

fb-^ (civ) ri, ism^it^-^M. M.i^mh\.x\i. 4- (r-feh'^5^p« 

i^/V) -2- [ (E) -2- [4- (hy :7/^;rt3;^^/V') 317^:=:^/^] 
(ala) , (alb) , (bl) , (cl) -(cVII). (cla) . (cVa) , 

(cviia) a^i^-v^-^ii^it-mKo^k \.xn..%^m\m^^f^^w^mi^\^<. 


38 


wo 02/06249 
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=^^^.m^. ■^w^'Si. ^^>wt. =3/^1^11. vi^^m. 7»^>':^/w*>'Si. 

tr=»PV. :i^ffJ-'A^T^>^ i^=^^J—J'VTX>. hV=^^>^—J^r^>'^ 

^n'»-^>^— ^ (iRfjc, HER 2) lanf^^srW-rsi-wi-i, 2, 3- 
^ y r>'-/Wfe:'a^<^4'^#:^ LT^^-cfes-fb-a^ (ala) ^ftn (alb) 

(all) :^J:tMfc:'8^ (alll) tt. TffjR^tbTV^S^Kiri. T^JRiS^-?: 



(all) (alll) (ala) (alb) 

(SiSa 1) 

-fk-a^ (all) iSitHb-a^ (alll) ^:^<0#^£T> 2jgt*fcH:3jgfcr/^3- 
/I^tf»-eSiS$*s fl^-a^K? (ala) ^fett (alb) ^#5o 
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wo 02/06249 
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it-^ (alll) (all) l^/kKl^U «?J0. 1-1 O^A-, 

fiF:tb<rijKiO. 5~3. 0^/VT?fc5o 
^o^ffiSJi. it^m (all) l^^H^i^U S^O. 1~10^/W, ^?*b< 

AT^K. y^er^i^^ryt/ntr/wT? K yf^is^Ai^^/^p-^^^s^/v-r^ K y 
Tmit-Thv^^. 7mit^v^j>^. 7K^^y^e^A> jmitiJ^^i^^j^^fs:^) . 

y i^^JSo^SfeS (If9. ^Sfek^-t^ f y !> A, ^sh- f y a, ^Sl;t; y t^M.^ 

if) . #11:^ (^j. hy3^^7V'T^:/> i^-ryypbf^^i'ji^/vT^v^ n-^^ 

^^/^*:y:^, i^pt^/WT^y tryi;^^/^ DBU (l, S-ii^n^Yfl^^n C5. 
4. 0) ^>'f:^-7-:^y> V DBN (1, 5 -i^TH^^fZ^^ n [4. 3. 0) 
/>^-5-:x:/) :feif<Z>T^^ig;l^fcritryi?>'. -r^i5^>^-/K 2, 6 -/V^ 

/ — yv^ Hco 2 jgfeT/i'a —/V. tert-::/^ / — /K 2 - p« ^/v- 2 - y — 
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iM. ^i^w, ^nn^y-^i^iS:}!) ^ ^^—y'A-m 

i^^7-rA3&^) , msmmi[:^mm m. -^^^y. -<>^>. %^^xx-^^ 

bTl^C>tt54k'^ (ala) ^fcft (alb) ^i/m^O^m^®. 
miL\.<}^. ^mu^^. miWMX,. (ala) (alb) ©lti:bT 

rHj fls-^ (all) l^7VJ2:^WI& 0. 3 --5. 0*;K »i^b 

<\iMO. 8 ~l. 
(Sl£a2) 

(all) ^JJzrJHb-a^ (alll) ^iggflDl^T. (ala) 
^fcfi (alb) ^#So 

(alii) ©dlffiS:ri. -fb-a-'^ (all) l^/H-^U *?I0. 1~100^ 
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wo 02/06249 
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^^^^yit^it7i<,$^m (M^ ^nxt^/uj>.^ l,2--^^nxi3u 

BMitmrn^if) . ^mm^iumm m. b/^az^-, 

^^^V. . KIS N.N-i?p«5"^:i^ 

/V'^T ^ N, N-i?;;« ^yt-T-fe hT ^ 1 f^yv- 2 - tTP y K^^, 

uT^e)*!.^^^^ (aia) *fctt (alb) tt. ^^<^<o^m^m m. m 

^*L<tt, _k^^^, m^maV. it-^ (ala) ^fctt (alb) <om.tVX 
rglj (D^mMfi. (all) l^/l^KMU m 0. 3-5. O^/U-^ 
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wo 02/06249 
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^-a^fe (ala) ^itti: (alb) ip, ^ 



it,^ (ala) *5a:t;? (alb) cf», ^ (a I e) ^m^fl^it^^itn^(Dm.n 
m-efcSo «:^i:LTH:±|B (a I a) '^m^fl^it^<Ol&tmm(Oh(Oi^m 

it^i^ (ale) <^rmas^|2:#i- 1 1^ J; 9 ^ : 



miXh^o ±tK.ft. Sfel-blfed^vMk-a^ (ale) SrSI<©»Ts 


wo 02/06249 PCT/JP01/0614S 

mm. mm. mm. ^iu^mwt. mmwt. mmmm. M:mm. i^mm. b t^mm. 
MM^. od^?> ioo'C^eF*u<tt2o*Cd*e>7ot;-e*>6o ^NF^ttiiSo. i- 

-fb-a^fe (ale) tt, (a I I) »f», R d^VN-f ttt>7kmJii^TR 

■'i^S- [4- (tert-:/h=^>':7ai:::i/V) ] ^Xi\f;VXh^it^ C^-^ (a I 

^#<lfe (alia) tLhx.Wmmmi'. (all') (a 

a) , (ab) -tfcn (ac) k^m^-^^:^:it\^i:*)m^ir:6:iki^x^?>o ir 
iit>h. it^ (air) tit^ (a a) ^:fe:r± (a b) ^^M^^^S^^ 
KXVit^ (alia) X'* 3^/May>'-^$>Slt:'a^^^]lir5i:^;55-e 

^-^m (air) t^fb-a-i^ (a c) tt:m^.^'±^:it\z.x*)i\^^ (a i 

I a) tf». X'* ;^OS02R"^fc5fk'a^«rMjt1-<5ri:;^-e#, ^k-g^ (a I 

r ) t-fc-g^ (ad) ti:m^^'t^:it\cxr>it^ (a I I a) X-* 
ocoR-T?fcs>ft;'a^^^3t-r5::i:;J5-c^s„ rtte>®HiS:«v^'fnt>l[^ 
#^^^TTfTt>tL5a {b-a^ (a I r ) tX^XWii^T/vjUV^m^t.tz.tiiTA^ 

jl^i-5i6^ttJ&V^;^, -fb-a^l^ (II'*) bVXM*7(^7kmm^Xh^h(Oi:m 

T^^/l^T^^'^ M;3:^/V'T^>^> 1, 8-^^^Tf'lf'>^ia[5.4.0]-7 

(air) ^-fb-a^ (a a) (a b) ^H^S^^-S^tt. MM 


AA 
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it-^m (all*) ^>fb'a^ (a c) ii1t\t (a d) ^ <^^tt^ife»c:^oTtf 

T'/m. T-fe hc=^ b y /V. b y /v. >r yiT'n If;^-;:^ h y/Vs&^iD^ h y 

-a^t& (a I I ' ) Sr-^tp^^i^jai OlcmTlcJ^U i:*ilJ:fiH^L>&;^e>fl::-g' 
«b (a a) ;^?STU 5-20'C-t?l 0^-6l^raS^S$*5;ii:KlioTff5^ 

i^1t^ it-^ (alia) X'* ;^OS02R-*;fcttOCOR"T?3b5'fb-a' 
i&»a:rttlJ:$?>l2:/Na^y>fk'a^i:Rl&^*S::fcK:i5^b^ (alia) ^iJ, 

JilB (a I I* ) tii:^ (a c) tB0i^^'txm^h1t::^/i^^:=^/V:i'^->it'B^ 

(a I I a) (f»x-* j^oso^R'-efes^b-a^] t. ^^u^yit^tf^m 
§*5^t-e. ^C; (a I I a) cf'X" ii^>^^n^:yxh^i\::4m^mtt?>:it7a^ 

^^n^yitr/vj^ y (:ifci: ^rf. Mi^-r hv^J>^. m.^:iu y ^t-r h y 
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(tryi^cmi^A^ia^-r yfVi^^^J^^-^^-^-fK ifyi^=!>A3-y 
A^r^yM^^mM. hV:^^/i^r^ya>msm. ^y^^>'^r^>'*^b7k^gl 

yi^*^) ] <D«ET-e^$*5„ ^5V^tt, -fb-g^fe (all*) ^f^b-g-ife (a 

f^^^^^t-\z^^%h^ (alia) (OX'* i^/Npy^'-efcS'fb-g^SriSag^ 
•fef^fy/K ::^i3tf;^^hy/K -ryynf;^::i>y/p:feifo=by/vi®, e^ei 

So *>SV^«:. 0t r:^j «:^i:UT¥lfe^^:^V^Tt>iV^ K^mfttt. ^md* 

r©J;5J^:bT#e>tt5'fb'a4& (a I I a) «tfBS-Cfe5o 
^b-a^fe (ala) (alb) ffi, ^^rf> ^ 


Ma 
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(alc) (aid) 
C5^tf. R-^v R-^N R'*-i3itJfR'*'*'7K^Ji^. R--W:. W^ifcUT (i) 
»SI^^WbTV>Tt)J;V>fc Kti^ix^fctt (ii) Ei^^S^^bTV^Tt) J:v^^;*- 

fctt-tiom. m^lfWm^l 1 - 6 0.5 7 i-^^tJiB^oj^- 

© rM^*•^rbTV^r%J;V^^:^-/^J i:bTri. l^©R'**^riR'*R* 

:^#:M^:UTr3:. (alc) (aid) iK^^Kl^C, 

R«^2_ (CH^) ,.-W 

C^tfj, R-*''«:W^S:WUTV^•C'feJ:v^^#;^^»> aaW:l^^v^L5© 

mc. w^nmm^^^') tm^ti^it^-kitti^oM c»t. (aiv) 

mm} tRm^-^. ^ 
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(aVb) 

mtVX^^ 2-^3i^;K 3-^^;:i/v, 2-7y/v, 3-:75;v, 2-:^^i^ 
i'y/K 4-:t^'9'yVfK 5-:t^^yV/K 1, 2. 4-hyT>^y/K 1. 

2, a-huryy/K 2-tryi?;w, a-tryt^yK 4-tryi?/K 2-^/y 
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/K 3-=3^/y/K 8-^/y/^> i-^ry'^/y 

3->fy^/y/K 4->ry^7y/K 5->fy^/y/K 2-tr7i?r^/K 
2-b!'y$e?n/K 4-try^i?^/K 3-trny/K i— r5^)^y/K 2— r 
%^:^VA^. 4— f^^i'yA's 5— r^^i^y/i'. 3~ify^i?^/u. 3— ry 
^ry'y/K 3-'f y:^^f->^y/K 1— rvKy/K 2->rvKy/K 3->r:^ 
Ky^v, 2-^vi/^r^^y/K 2-^>')^ Cb] ^^^^^/k 3-^^^:/ Cb] ^ 

2-^>'>^ Cb] y^^fK s-^y:^ Cb] 79::^/V*if^^rf bttSo 
0*L<H:2-;^-^^1^yy/K 4-;^-=3E^i^yy/K 5-:«-'¥-9-5^y/i^5fei?®:*-'^f- 

yy/v-efcSo 


(bii) i3<ttHb^ (bill) ^jm-^^tz.^^ 


(RiSb 1) 



(bll) 


(bill) 


(bl) 
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(bill) ri. rtJlR$ttTV^5^J-«. riJJRiS.^^«)^*^V^Tl>J:<. 
(bill) (D-l^SW:. -fc^ (bll) 1*>'^K1^U *?I0. 1-1 
-fk-a^ (bll) tit^m (bill) ^©^tt. a5S:K::f^i4*^f-efT5<0;^ 

taia^^X, ^nn:j^/VA, 1. 2-i;^i^i3P3i^i/, ffl^^b^fe^) . 
^-ftlTfc^^ (-931. ^^^-^^'^ h/^^y. ^nvx-<'y^>i3:}^) > 

/^/Ktert-:/^/->«-s2-p«^/^-2-:/^/-/V'*axr^ Kll(«»l> 

^m^ri. iiS»?io~i 5 or. «F*u<ri«5i 0-8 ot:-efcSo mmi^ 

xmim^. 2-2o^re. »*U<WJllO. 5-3^^-efc5o 
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^©^Stt. -fk-^ (bll) l^MmU mo, l-SOO^/K 

< r±)^ 1 ~ 2 0 0 ^/i^-cfc 5„ 

^r^b\ yf'^^^i^^-YyiT'ntr/vr^ b\ y^^^^Ai^i^tJ^n^^^-wwr^ K> y 

^f-j^^/wi^i^^i^KJ^^) > T/v;;(7y^Ji^fcrir/V;i??y±0^<^<Si»rA'=i 
K (Ms h y 5^^;^ b% h y 5^^^ H'^^^ K ;f y tert-Zf 

b^VK3&2f) . r/i^;<ry^*:/httT/v:!{^yi^^ll®ltmiS (M. ^Sl-t-by 

-fbj^r/vi^^^A) , ^mmam (n-i/^/t-y^^^A, tert-:/^/vy^!>A) , 
:j^y:^. i?p«f'/^r^/trys?>'. dbu (i, :^riftf->i5'a cs. 4. o] 

!5r>'7*X-7-3:>') , DBN (1, 5 -i^TIf Ifv':^' n C4. 3. 0] 

-j^^^) )feif<oT$>^ii;*fettfc:'ye?i^. -r^iJ^y-zK 2, 6-/i^e^>^)fe^ 
»Mf^^*:rcw:^#^^ra. as^o. 0 i-5itKl. 0^b<tt^o. 1-21^ 
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-fk-a^ (bi) mx.^. ^ 



(bla) 

C^fi, R"% R*". R'^'i3itfR'*':^7K^i^^> R^Mt. Ml^^bX (i) 
g^«r^UWri>J:V>t KP^i^^fef* (ii) ®ttSr*bTV>T'bJ:V>^:^ 

i#:^©;^> -W^I^^M^ 1 1-60571 -^ftlc^^iO:^ 
tfe*fcr±r*Vj^S|IC^fc;^|C|l&oT. ^ll*iffcl^T:tli:^fcl-Wl-l. 2. 3 

7VJ fl5 rW^^^bTV>Xt>J:V^l: Kp'^->'J i:brr3:> I5IBOR '^^fc«R * 

ri^SSr*LTV^Tt>J:V^^;^--/^J ^^Urtt. t5E<^R "*^^:»*R " 
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Rbi6_ (cH^) ,b-W* 


w•'-e^$i^5 rjBfcim^j a:UTtt. /Ma^i^ (:7/^5^p. ^J^pPv 3 
«^i:L"C«. 2-f"3x::^/K 3-^3^::^/K 2-:7y/K 3-7y/K 2-:^'^^- 


R^HcH2)qr-x4 



(CH2)rr^+1 
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2, 3-M;r>^9/K 2-tfyi;?/U, S-trUi^/K 4-lf!Ji?/U. 2-'¥/!J 
/K S-'^r/y/W 8-^7 y/K l-^^V^/]} 

/K 3— fy'^yy/Vv 4-^y'aE./yyv^ s-^y^^y/u^ 2-tr7i^=^/K 
2-ify^':^=/K 4-ify ^i^^^/i'v 3-ifpy/K i->r^^5^y/K 2->r 
^^y'y/K 4— f$ij^)/y/K 5--r^^5/y/K 3-fy^i?=/K 3--ry 
^r>^y/K 3— ry;*-'¥f->^y/K i->f^^Ky/K 2-4>}^v/k 

Ky/I^x 2->i>'yf^r5/y/K 2-^^^y Cb] ^^i^/l^, 3-^>'5/ Cb] 
ai^/w, 2~^y:/ [b] :79^/K 3 — ^:/y [b] 79:=A'^;2f;^#rf e>ttSo 

^j^b<tt2-:^-^'y-i^y/K 4-;*-'3E^f->^y/w 5-:^-^1^/y/^)&i^<o:^-^1^ 
3/y/p'e*>So 

CR^Sb 2) 
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HOOC-R— NHj 


(R")n 
//" (bV) 
(blV) 



(bVII) 


it-^ (blV) ijoitHb-g^ (bV) 'fk-a^ (bVI) ^^CV^-^3il5^ 

RJt&l!:#U. i6?lfci-6T^Wk^ ab;^ (bVII) 3 Sr#So 

-(b^ (biv) (bv) b<o^^\c^\^x^ -fb^ (bv) <o«^*ri. ^ 

^ (biv) 1 *Mc^u ^0. 1 — 1 u< ril^j 1 ~ 2^/v*efeSo 

-ib-a^^ (biv) i!>fb-a^ (bv) t<o^.n. mM\^^^m(omErfKxff^o 
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m r^j (DmBMrx^ (biv) i^M^MV^ ^0. i~ioo^/k 0 
* u< 1 ~ 1 0 ^/i^-^fcSo 

^-fbTK^S ^l^^y. hA^=^y. ^l^Viy^ ^np^>"^i^;&if) , 

y/K :^nt:'':r^hy/v)5;if) *fc^4r^^e)I:@£Ul<^>iS^#;^^v^P>J^So 0 
i;£:^^«:aS*;io. 1-5 0 ItW. »*b<«:«&0. 5~10l^raT?«>5o 

fb-a-i^ (bvi) . ^ 
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^fk-a-'^ (bVI) it^S^ (bVII) <g:#5o 

MTta^tt. g^ic^(Dg|ftiai7C^|Ct!&oXff^«^V\ {b-g^ (bVI) 

Sr. ^Jg^^i^ff^^ 0-10 0^. j^*L<«0~5^(D7km 
M iMs ^y'^l^s hA^:^>s '^VV'X^ ^viVi^^'^yti:}^) > ^^--T'/V'il 

A-^ tett-f9 J--/^. 2-7<^>'^-2-:/^y'-/V'j5fc^) . N. 

N-i?p« ^yI^:^/PAT $ K. N, N-i^T^ ^/V-T^fe f T $ Kv 1 ^>'^~ 2 - If 

SJf&m^«x 0-1 oot;. »*u<ri2 0'-7o*c-^fcSo 

0. 5~10 0l^^. 0*t<f4«&l~5 o^^-efcSo 
d>< LT#e>nfc^k:'a^ (bvii) tt. LTiJc©^l-ffl 

(bVII) tt. jb-a^ (bill) hW^^^^^hXz.X.'O . ^u^yy^^-^ 

(#131, HER2) la^ffitr^si-sife-i, 2, 3-hvry-/v^^ 
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(D^mwt\^x^mx*h^it^ (bmi) \^^^x^^o 

(RJi&b3) 



(bVIII) 

(bvii) t^t^ (bin) t(DRit-^. tm^HjE&b ixmj^vr^mi^^ 
ux»e>ttfc^b^ (bviii) ri. ui^{^(oim^m m. mm. mmm 

mil) . M^fi. ^ 



(bVIIIa) 
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^ti^it^^tcti^<omtt. Ui^^J:p\<D:m. m^if^m^i i-eosn-^ 

^^mt VX^^it^ (bVIIIa) Ui^^J:^<omm!^-\^HUit'^ (blX) 


(bXI) 

^^^^^^'^-'^ (m^. HER 2) mwi^^^^'T^^t'^'t^^-^i^it^^ 

(cVII) ©$^(fi^^^ hx^mxh^it^ (cIV) ©M^iifeleiov^r. ^TKi 

(ci) t^b-a^ (cii) t(om^m^\c. (cud ^hje&$*. 

fli-a^ (civ) Sr#So 

(cll) tt. r^lK$ttTV^S^|J:tt. T^JEiS?i«r-€:<?>**Mv>T'l>J:<. 

i^ft, ^W<^<o:mt^n:ifi\zmzit:^^K^^xm^vxh^\i\ 
it-^ (ciii) TiJ|R$i^rv^s#a'^-tt. ^mfff^^^(Ot.^m^xh2:<. 
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(ci) tit^ (cii) t<oRj$;\t. mmic^r). m^titmm(omEr. 
(cii) (D^rnt. it-^m (ci) i<i)^u *^o. 1-10^4. 

(cl) IJI^U JI&O. 0 1~10^S> 0*L<«*5IO. 

i^o-^SW:. -fk^^b (cl) KMUmO- 0 1 ~ 1 0 ^ L < 0 . 
0 1-3 ^Sn?$)So 

^^-^ h y ^si;5? y AJfe if ) . TA^ij y ifejg*]fc«:r/V':«? y ±s^m<^^ 
mT^mm. mmTi^m-^ h v ^ ^^^j^/yi^-t^*^) s r/v;^y^M*fc: 
«r/v^ y ±js^©7KSifl:ii& A^wtit-r h y !^ a, TKsi^k;^ y i^^v :?k^^ 

is: if) s ^b y/V-il (M. T-feb:=-Vy>'K t:*';^:^ h V >'V'^ if ) x :^7V:^^^V 
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ai^J^0~2 0 0'C. ^J*L< «:j^2 0-1 6 0*C-efc5o SlS^ 
M«ai^*5ll/-4 8l^^. /9F*L<J*^l-'2 4^^-e$)5o 

(ci) tft:-a4Sy (cll) t^^iS^irfls-a^^ (dll) h<OBL^.n. m 
(cIII) il7KifeT?fcoTt>J:<. jmm-^h^xhxw 

(ciii) (o^mmn^ (ci) iji^u mo. i-io^». m-tv 

(cl) IC^U 3!&0. 1~10S*. »itV<timi^ 

^ra^i&Mi^<z>^fi«;. >fb'a^ (ci) ic^u *?jo. 0 1-1^*. «F*L< 
«i!&o. oi~o. s^s-efcSo 
^rmsj ^ brf;i.M;t»f.r>«^;!t? y^^feH:r/v;«7 y±M^©^ifei[(^Jv 

i^^n-^^^ytaif) . ^mtmi\:ji^mm m. -<y^y. h^i-=^y. 
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^mi^Mt. ai^^O~l 5 Ot:. jiJ*L<«*?l2 0~1 3 0'Ct?*>5o 

it>< \.xn^fitiit^ (civ) 14, }^i^^^(D^m^m m. mm. mmm. 

±IBOK^&^^:33V^Tx (cl) tW:.^ (cil) i©S*&^«»^^felJ:=e6 

^^Jfe^b-S^ (cVII) lJ:|^^T-§:5o 

(SlSc2) 

'fb^ (civ) AD7K^S^&*:fer4^l!l!3S7cSJ^i-#U -fb^ (cv) ^# 

riIl7K^SJ5S:j r*. (cIV) ^^l^i:?r^©^^^i^^'e^^$*5o 

^fi^^^Sfi. -fc-e^ (civ) iJi^sruri&o. 1-1 o^A. ^f^L<tti-' 
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3^^x/K tert-l/f^/l'pt ^/VJ^^X/K i^^*:::^/^^!— f'/K ^h^tKn^^ 

j^m^ri. sSil&O'-i 5 ot:. 0*u<r3:S& 20-13 o*c-efc5„ 

So 

iftC3^*rix -fb-a^lb (civ) j5i^tLT#llO. 1-10^*. «F*U<W:l'-5 
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rg^4!5§7c^J Its (cIV) :i5XXJ^fmM(D^mMm 

J^-^m) ^> i~ioo^©7K^0ETs 0-100 1). 

2 0~10 0'C. ji&l-'2 4l$^T?feSo 

^:/*^^s ^re^w^'. ^ 7K*;fe:tt-tLb— 

(MJ^c 3) 

-fb-^ (cV) ;j^/v*;:::^/V'fb*fcri>^Npy>^4t;RJ^t-#U ^5cv^^?^b^ (cVl) 
^HJt&$*. fl:-^ (cVll) ^#5o ;irflq&«Jl5iris (cV) 2::^/i^:3^::^;vjfc^r'l 

^fett/NH-i/^yjk^ji!^, mmKx\)m^(DmEr. ^^i4«t^»f^^*So 

* fc. a ii^^(D^^ ^fi:Lfi\m zti:m^K1S^o xm^ u-c t> J: v^o 

^;u:^^7uim(omm&ni. it-^m (cv) j^j^-lt^o. i-i o^s. m^kv 

xNP-^>"fb^fl!>^*«. -fb-a^ (cV) |2:^I.T*?|0. i-io^ft. ^eF*u< 


64 


wo 02/06249 


PCT/JPOl/06145 


vm e^^^/w;^/V'*'^^'K5&^) V T$ m m. n,n— 
j^m««x a^«ii~4o-' loot:. 0^u<ri^&-2o-'8o*CT^So 
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(cVI) tt. rSIR^tbXV^S^tcri, r&JRfi,^^«>^*ffiV^T'^>i;<. 

fli-g^ (cvi) (ommmtx. (cv) iJi^u *iio. i~io^*. 

mmmbimommMti. (cv) ic^u *?»o. o i-i^i^ 0*u< 
nmo, oi~o. 3^ft-efe5o 
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:/T3lf/VT/^=3— /K 2-Zf^/—A^^ tert-:/^ywK 2 -ptf^/V- 2 

UT#e>tb:rc'fb^ (cvii) g#:^©5>Iil¥Jg^ (M. iUS. iSffMlg. 

glljfeif ^1 UT^tfliJ&^b^ (cVII) ti> ^y<om^o 4-0 5|n^eoTt>i!i5t 
(^f&c 4) 

ftl-a^fe (cl) h^'^ (cll) a:<^R^SiB^l-v ^b-^^ (clll) 

r^fk-a^ (ci) ii^k-a^i^ (cii) h(om^%^\c^ (ciid ^rje^^^ 

id) 0 . 1 ~ 1 0 ^fi. 0* L < ft 1 - 5 

^k-a^i^ (ci) {cMvxmo. 1-10^*. 0^v<tii^5mMxh^o 

WU^c 5) 

^ c 4 -e# ejtbfc'fb'g'il^ (cV) Sr. ;^/^3i^=:/Hb:*fc:«:^^l3 y >"fb^lJ:#U 
;Jcv^-eft:'a^ (cvi) 5r^^*> (cvii) ^#So 

^m^tLT^ffljfe^b-a^ (cVIIa) &.T(OR^c6^1ttiRJt^c7\^m 
(Rf&c 6) 


67 


wo 02/06249 


PCT/JPOl/06145 


-fb-a^ (cia) tit^ (cii) ^.©S*ci:a^^An7K5H5?^l<i#b. #e>tt5 

-fb-a^ CcVa) ^>^/P3f::=^/Hfc:*fc«:/Npy>'-fb^|C#b. iJcV^T?^:'^ (cVI) 
^Sr^$*^ it^m (cVIIa) ^#5„ 

(SJtSc 7) 

ft:-^ (da) 2:fli-a^ (cii) ha^n^m^^^-^ (cVi) -fb 

^ (cVIIa) ^#So 

fiC^ib (aVa) . (aVb) . (bX) . (bXI) . (cVII) iKO^ (cVIIa) ^r-g-tfD 
(aVa) , (aVb) , (bX) , (bH) . (cVII) i^-i^^^-^— ^|a^ 

mwm^ii^uum^j^'^'ioimi^^^^^. ^ ^j-. -fb-a^ (aVa) , (avb) , 

(bX) , (bXl) . (cVIl) ri> HER2^T3v':/dE-'^— ^Sr#M6?)»J:ia^i"S;fe: 
it'B^ (aVa) . (aVb) . (bX) ^ (bH) . (cVII) @>«sr©^ (>5ld>'^l>a 

^tlJ:ii^i-5'ij'lliJiLW^a;&5-^^tb5o ^g^oT^b-a^ (aVa) , (aVb) , (bX) . 
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(bn) . (cvii) tt. mmm(oxots:'bmMmmMKm-^'f$i5'ttcfimmMt 

(aVa) . (aVb) . (bX) , (bH) . (cVII) It. v':/^-^->^|i. 

^m^14i;^<t5JNaflaiimjL5il4©^ad5'g-^tvSo ^bKi.^fb-g-il^C^^^^ (aVb). 

(bX) . (bXI) / (cVII) HER2^av'>^!^'^— ^^^^WlJiia^-rSlfe 
fiP*>x -fb-a^ (aVa) , (aVb) s (bX) . (bH) . (cVII) U^OI^ 

d^-eti^ii. iusdi&«s. mm. mm. ^^mm. mmm. imm. +=^mmm. 
^m. mmm. mmm. ^m%m. m^mmm^. m^^mmm. mm. mmm. 
mmm. ^nmm. ipm^. mmm. i^mm. jfiiWM. m^vy^m. 

ai-r5>L^!iUfiLW^m;i5^*tt6„ ^^oTib-a-^^ (aVa) , (aVb) , (bX) . (bXI) . 

(cvil) tt. #J^^(DJ;p3&>L-llSUliLWmi2:>^5W*:fctt?&^ 

>fk;'a^ (aVa) . (aVb) , (bx) , (bxi) . (cvii) r*. 19^ 

mm. mm. wm. mm. ^mni^(r>=m • ^m<Dtzjh(r>^am^h\.x 
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wo 02/06249 ^ PCT/JPOl/06145 

-ffc-e^ (aVa) . (aVb) . (bX) . (bH) . (cVII) tt. ^i4;d5iS<, 

(M. t m. ^y}^. -^^T^^ "^^^^ 

^ieia*ife«>©(ti|C^'^ (aVa) . (aVb) . (bX) ^ (bXI) . (cVII) 
-fb-a^ (aVa) . (aVb) . (bX) . (bXI) . (cVII) ^^^i: LT. t 

(aVa) . (aVb) . (bX) . (bH) . (cVII) iS*^ 

*L<ril 0 1-5 Omg/k g{*:S> $?>I-»*U< «1 0 1-^2 Sm.g/k g 
-fb-a^ (aVa) . (aVb) . (bX) . (bXI) . (cVII) t±. H^I-ff^^ttS 

\i^nmmm!iMiitm^^^f^. mi^miK^n^mm. mm. ; 


70 


wo 02/06249 


PCT/JPOl/06145 


jKy lf=^yP'T/^=i--/K :^y If:=i/Hft2 y F^'^ iJA^:^^%^:^^/V^/Vvi--:^'rV 


71 


wo 02/06249 


PCT/JPOl/06145 


m^m^mn. mm. n-^^m. it^m (ava) . (kvb) . 
(bx) . (bxi) . (cvii) ^m^^\z.^\.xmno. 1-95% (w/w) ^ 

*fc. (1) it-^m (aVa) . (aVb) . (bX) . (bH) . (cVII) (D^*^ 
it-^m (aVa) . (aVb) . (hX) . (bH) . (cVII) tt^^tUX^bTl) 


72 


wo 02/06249 ^ PCT/JPOl/06145 

iigl^A;^^^', $ f:/nc:^ hw-/K :^fvyry>. ^iJA^^^^V^ yc^KT.^'y^ 
y h9A>^^i/-^hy h y r^^V-^/T^ 9 ^ i3A^J^:^f-l^^ pA 

-xM^:^h5/'W. ifijfi/ia-^i^, mf^/i^i^K ry^bv^^^^v r:^ 
y2i?A;^5^i^, T^^ya^F. Yvir:^)vyr^y. yxxyir7^yr^\^.''^J 
{^A^Mzf'^'^'ys ^i^y'y'^'y. 

^'K x;^f7-/K UFT. F^i/^/^y-^^-v ;&A'^:7-/K :<fni/^if>'. 


73 


wo 02/06249 


PCT/JPOl/06145 


v^^i^i^^J^^. u:^y:tv^^ hiJ/i^i^^J>^. ^7 Ky ify. 

y/\^\f-yy, mk^tf J fi^'^^yy^ mmr^9J^^i^y. mm^^^^^^-yy. ^ 
c. i^p^-^-r->:^A3. mm'fy:^4i^y. «gii:^v^^wi^y. I5gsi^yi3 

-fyy^f-y^ mm^y^vy^'^y. mm^yv'^yy^if) . ^^-^ym^m 
m ^mmmm (brm) j tvm. m^^. \fi^^<^-7K ^uy^^y. v 

yy^^y. yy^^y. tf^^^^:^. >(y9-y:x.ny^ ^y^-vt^c^y^ 
yi^^a^h^i^:^. BCGr^ij'^:/. ^y^^^^^y !>a/nVv:?^a, w^^)/-/k 

ffii55|§^$HS®^d5#rfe)n. Mm}Kti. (1) EGF (epidermal growth 
factor) ^tc\t^^tmm\m-(Om^^^ir^ll^m IMs EGF. ^M^i/y^- 

(HER2y;(f^K) . (2) >r:^'>'^y>^^^'-tt^^i^^ww^^'^-"'^^ 


74 


wo 02/06249 


PCT/JP01/0614S 


iM> -iyi^suVy^ IGF (insulin-Uke growth factor) -1. 
IGF-2>5^^K (3) FGF (fibroblast growth factor) i^ltYi^tMM 
m\m~(Dm¥^^^ir^^W C^llsSmF G F .:^^F G F . kg F (keratinocyte 
growth factor) . FGF-lO^ifK ^(Ommmmim^ CSF 
(colony stimulating factor) . EPO (erythropoietin)^ I L-2 
(interleiikin-2) . NGF (nerve growth factor)^ PDGF (platelet-derived 
growth factor) ^ TGF/J (transforming growth factor /3) ^ HGF (hepatocyte 
growth factor) ^ VEGF (vascular endothelial growth factor) :feif] jfeif 

(HER 2) V ^>^i^=^vy^^^. IGF^mi^. FGF^m»-l 

^1tti:FGF^mi^-2. HGF^W (c-me t) . VEGF^^i*^. SCF 
S^^t^ (c-k i t) feJ?;&sfc|f f>i^5„ 

^ mmmmm'f-<Dm^^^ir^w^} tvm. r.^^zt^y (her 2^ 

ft:) ^ GLEEVEC (c-me t^ c-k i t^ a b 1 IS.^^ v I r e s s a 

(EGFS^flciaw^ «:if*s*>tf e>nSo 
±^L^si't'-et>. mmh LT». LH-RHT=?^^ b m.mk^^v^) 

:f±i^vy. y a— :/i3V!;>'3fe^) . fe^^i^ (HERajitft:) ^}ffi^0t. 

-fb^ (ava) . (avb) . (bx) . (bH) . (cvii) tmmik<omm\^m 


75 


wo 02/06249 


PCT/JPOl/06145 


Urri. it^ (aVa) . (aVb) . (bX) . (bXI) . (cVII) tmm(0^^ 

mmtm^^n-r. w . (avb) . (bx) . (bxi) . (cvid tm 

\\^-^ (aVa) . (aVb) . (bX) . (bH) . (cVII) h^WmKOlBt^Wmii. 
m\m^^M'. (aVa) . (aVb) . (bX) . (bXI) . (cYII) 

(1) (aVa) . (avb) . (bx) . (bxi) . (cvii) hmmmmt^mn 

Jj:S^'fbbT#^,tt5¥-®i5lj^I<©JS#v- (-2)^-^^^ (aVa) . (aVb) , (bX) . 

(bn) . (cvii) mmmah-^%^\^\^m^i\:.\^x%hfi^2m<owm<oH-'U 

^m^X<ommL^. (3) (aVa) . (aVb) . (bX) . (bH) . (cVII) 

S^*5V^T(^!>^#. (4) (aVa) . (aVb). . (bX) , (bXI) . (cVII) h 

(5) (aVa) . (avb) . (bx) . (bxi) . (cvii) tmmmh^ 
m^\cm&{t\.xnhxv^2n<om&<om^^Wi^^'^<o^^^^^^^'^^^ 

# (mrf> (aVa) . (aVb) \ (bX) . (bH) . (cVII) ->#ffl^© 

(cvii) -kitn in^m ±.^mwto^m<^(o:m^^^x. wrnm^Kn 
m^ii:^m'hwkh\^xm^mi. m^\tm^ •7>[/i^j^=^-'r>(y^ 
mir^stt) . mm. mm. ij-^^^^^m. iyyh:^y±^i^^^ti) . mm. m 
m. mm. mm^tvx. m^^xmFmm m. mm. nm. ^fsm^) 

^. i^f^. Mm. mp%. MP%. m^is^x^Bs^p^- m^p^^. mMomt^if^ 


76 


wo 02/06249 


PCT/JPOl/06145 


:mm(DmM\^^n^<t^ (aVa) . (aVb) . (b3p > (bXI) . (cVII) 
m^ti. :^mm<omMVO.^n^i}il'^ (aVa) . (aVb) . (bX) . (bn) . 

.oifev>i.ioGa:s%. ^^*b<tt#&o. l;5^v^u5oa*%. ^h\m-^h<- 

U 9 0 m*%=M'^*>5o 

fl^^CaVa). (aVb). (bX) . (bXI) . (cni) ^XXmmm^ 

^-^m (aVa) . (aVb) . (bX) . (bXI) > (cVII) 
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wo 02/06249 


I 


PCT/JPOl/06145 


K!>iif^) . pumm m. mk. TKH^-^by^^^^). . (^^ ^^^^ 

- - jglPi^^ffiSl^fc-t-Sllltt. i#:^®;^lJ:^llV\ -fh-a-ife (aVa) . (aVb) ^ 

(bx) . (bxi) . (cvii) -^itnmmm^m^m. mmm m. sji. e»> 

i/j^^V:^^y a— /P^ 8 'fA^Xi=:^v^ F 6 8^ -fe/Via— ;i^r-fe 

M:ttf.^^-t~St-«:xi^*^^<^>^t-^^V'^l^'^^aVa), (aVb), (bX). 
(bn) . (cVII) *fct4#^i|i^^tftttXr±7K140@^^. 2f^HIK$>5V^tt^<Z) 


7« 


wo 02/06249 


PCT/JPOl/06145 


-fk^ (aVa) . (aVb) . (bX) . (bXI) . (cVII) 

£iTl-> CD (aVa) . (aVb) . (bX) . (bH) . (cVII) 

ffl^©titt^:feitJ«*®iiM. C2) ^b-a^ (aVa) . (aVb) . (bX) . (bXI) . 

m (aVa) . (aVb) . (bX) . (bH) (cVII) *:fe:ri#M^©^Tig> 
fl:^ (aVa) . (aVb) . (bX) . (bH) . (cVII) *fc»#«^^7KK:|^ 
^-a^fe (aVa) . (aVb) . (bX) . (bH) . (cVII) ^ifeitt^ffi 
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wo 02/06249 


PCT/JP01/0614S 


^n'^(r>\^^ (aVa) . (aVb) . (bX) . (bXI) . (cVII) ^fcri^ffi^ 

^S^@imx»/*5 i tJ^lMJ ^Mm0BiSL^ 0 . 5 - 5 0 w/ V %. L < 
3 ~ 2 0 w/ V bV^o 

ffilt^fi-fb^i^ (aVa) . (aVb) . (bX) . (bH) . (cVII) 


wo 02/06249 


PCT/JPOl/06145 


it-^ (aVa) . (aVb) . (bX) . (bH) . (cVII) i^tcmmm^^/^-^ 

/vm. ^^^y/i^T/V"aE^/^r$K*fi'^ft^. j^^y (^^iJ' y^^SI^^/^) ^ 'J^J' 
^ ^ y b . y p< ^ ^ y /i^T ^ F> T ^ / r /i'^>^p< ^ y f *a^> 
:^^y (p«ij^^y/wmr:/t Ky K) ^ ^^y v-i^/v^^^^y v-b*S'a'f*^> i:9*> 

lt:r>f hRS-lOO, RL-100, RS-30D, RL-30D, R 

L-PO, RS-PO (rtJ'y/V«3i^/^-;?«^5'T^y/Hfep«^/V'-^^T^y/V' 


R1 


wo 02/06249 


PCT/JP01/0614S 


(Carbomer) 934 P. 94 0. 94 1. 974 P. 98 0. 13 
4 2 4? y >f /I' (polycarbophil) . iJfV^y t^J^^ViJ >f (carcium 

polycarbophil) (t^n5»V^-f tt'fe B F K ^) y^^^) . /n-T l^':^ 17 1 0 
3. 10 4. 10 5. 3 04 (V>-fttt>5ftl)fe«^ (^) 34) '5:^<0^mj|<!J Ti^ 

— :^fy if c=:/i/trp y K>'. :^«y ifc=:/vr/pa— /W'^ j^eyji^p-y^j^y ^1^:15: 

(w/w) . «^*b<r*^!&3 5:feV^UJi&8 0% (w/w) . $ b t-lf * b < ft^D 4 0 ^V^ 
b7 5% (w/w) . lliiH4)a?y-^-«Z>-g-^^ri«&3*V>b«&3 0% (w/w) . 
<»*&3Jfcv>bJS&l 5%(w/w)-efcS„ :^j^t:m7Kttig^®^$e>K:-^A/'ev^"Ct> j;. 
J:<. ^©^«a^K:;foMtSM7K<4«JI>«<^-^^^»*^5 0%(w/w)^T> 

<r*j|&5~»?i4o% (w/w) . $e>i2:«F*b<tt^5-«?i3 5% (w/w) -efcs.r 
cT'±iB% (w/w) mmmm-hm^ *. pttJ^z-zK =c^/-/i^«ms 

i^d^S^tXtt^O^a-. 0*b< 5 0 J&V^L2, 0 
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wo 02/06249 


PCT/JPOl/06145 


0 0 Aim. $e>|z:^?^U<tt«&50 0:fcV>Ll&1.4 00/tm*efe5o 

mm^ mm. ^mm^^m^u m.^\^mv^m. mm 

m<Om^Mn. ^&0.53feV^l,^9 5% (w/v) . ^^U< Jt^&S. 0;feV>b«5l 
8 0% (w/w) . $e>W^L<tt#tl3 0^V>L«57 0% (w/w) "CfeSo 

/l^/H3w-j^;(;/l.V»>ACECG505). ^ 13;^:«7/Vpl P-^^-^" b P A (Ac-Di-Sol) . 
/v-Pt-^^ (L-HPC) tj:}fi^m^i^hM. ^-et>. t Fa^f-Vi/iatrA^/wn-;^, 

\m^. ^^ym. ^^^^^wt. y-^t^. -^v-f:/m^if<z)Sl:^ffiv^^ttSo 

(^J. pt^Jr/^/K /-/Vita ^©3g^*^I^K:^«lbfc«t-&3^ISr 

=^m^ 10 0m mJ&V^ 1 , 5 0 0 M m-Cfe 5 ^(D^^J* bV\ 

AS 


wo 02/06249 


PCT/JPOl/06145 


^^^-iJ'm^ -?v^>'m^©gH». ^A'iJ'^fe^^mii^ 

jf&15% (w/w) . 0*U<«:j»5IlfeV^LjKIlO% (w/w) . $e>Kl«^*L<tt«5l2 
:^V^UJ^8% (w/w) -efeSo 

II. i^oiai^icisw 

(w/w) . ^*b<ri«l5)&V>LJf&5 0% (w/w) . $e,K:»^L<r*i&5:feV>b3 

5% (w/w) -e«)6„ 


PCT/JPOl/06145 

WO 02/06249 ^jj^ 

-f^>f 95^iii;^>^v--='-^-< y^j^-rsr .h-c^-rs ^t-d^x^ 

f^/K fii-fbt-^^^Jft. ij^^>-mhy^^>'K 'fe^>^^T/^=iwK ;^xry/i-r/i'= 


wo 02/06249 


PCT/JFOl/06145 


5o 

^a&j^l, ECG-5 0 5). iJ'a;J^;<//V^i3-;^^by (^J^t^s ^^b^ (^5|c) 

-fxi^-f). ^^a^T'iyfv ma0. m m. PCS) :^if;«^ffiv>e,tb. 

5 w/w%-C&So 

x^x^y^-^fe^). m^J (^^«. #yai5^w>'iJ^y='-/K :^f^Ty>'gfe-^ 

:t^-^3^^V>'|gJ|&m3i:^x/v33J:tJ«:j?y:*-'^i^^^V':/y/Wlf^i^fllJISm^^ 
^ (fiRl^rf. ^'wvmfe*. ^y^)^^. ^y^y. mc^^y. ^)if^yyy^>m. 


86 


wo 02/06249 


PCT/JPOl/06145 


^m^ibff. mm^ mx.ti. -H-9^J. m^^)^ ^f^^^ ^^^^ ^ 
(bxi) . (cvii) •^itnmmmmt^^'^-r^^ii^^^^^'o 


87 


wo 02/06249 


PCT/JPOl/06145 


^144?y -r-l: VX-n:ffJ>^m. Vy:ff^> h:ffJ^.T^i^r:ff^.^r-:^J>^). 

fi/^v^ sKyri^y/v-^ (-esi. ^-i^-^-^ . ij^ypt^^y/v-aix d?yif^/wr 

?5-T^./^5';^7/^XttP!^l^3i^^»^<l^'^^(aVa). (aVb). (bX). (bXI) . 

(cvii) *fct*#^miib 1®?^^ h^u ^<^<o:m\^i. t) m^-rs r ^ J: D 


wo 02/06249 


PCT/JPOl/06145 


^imnm iy^j^j^) i^i^-rs^ri. (ava) . (avb) . (bx) , 
(bn) . (cvii) * itnmmi^ i:xj^±m ufcTK^mtt^ v -r- u < 

tS: i^^Ti^^ ^(DWm\^Wm^'^. # bfl^^^^M^^X (cast) 7 >f /I'A ^ "f-So 

^ibK. mm. ifeWJfcifRi. -fe^n. ^tm. mmm. -a-^fe^^i?©^ 

0^bV^PJg|^5i^«!IfcbT^:i. -fb-^i^ (aVa) . (aVb) . (bX) . (bXI) . 
(cYIl) iiftinmmot. (aVa) . (aVb) . (bX) . (bH) . (cVII) 

i!)>hf3:^mm^(oMmm^^i^^if^Momm^ppt^^^ (avb). 
(bx) . (bxi) . (cvii) ^ittimmmm^m^^m^^mmi'itmmtit^^m 

^P^I^3i^^J®iia^i^^{-». i^^^ (aVa) . (aVb) . (bX) . (bH) . 

(cvii) i^tLti^mm^\^M:tx. -^hy) y^:^^m^tr.^^t^^/uX\i^^ 

3& ^m:^^^^'^ 3 (psyllium) y^"^^ ^ }£<Dmm^^ i^y<^mMv< ttm^ 


89 


wo 02/06249 


i 


PCT/JPOl/06145 


mm ; ^-^ ^^^^ ^ ^'fe ; y ^-m-^ f y A. ^^-^ v y ijr a 

(avb) . (bx) . (bn) . (cvii) i^timmmm<owmm^^(omix^® 

m^nmrno. i-ii?i5ofi*%. «f*l<»^o. i-^ssaosiro^^fc 


90 


wo 02/06249 


PCT/JPOl/06145 


(aVa) . (aVb) . (bX) . (bH) . (cVII) ^ifettWffl^^^^^ 
^--m 6 0 0* b < 1 1 5 ^(^K> J: 9 b < 2 

b^<Om\^ (aVa) . (aVb) . (bX) . (bXI) . (cVII) t.fz.n. 

±E)a?^^©^^«=t-^5^^*«> 1 0 9 9 S*%. 0* b < 
3 0 9 0 s*%"efc5o & -'y^ ^"f^^ ^ y ^ -'^^ ^^'^^ ^ ^ ^ 

#:t^^H-s-^«ri. jj& 0 . 1 H!& 3 0 m*%> 0* u < ri#ll 1 0 2 5 fi«% 
-efcSo ^^-fk^j^si^J^fl^i^^s.^^Arii^^o. om*%. »*b< 

:*:|l5^©#ffi5l!l(0^^4». ^k^'^ (aVa) . (aVb) . (bX) . (bXI) > (cVII) 

©5^. vm. w^. mm. ^^m^ ^^^nmn:}^\^^^^^'^*^^ 

%m(Om (^A. 6 0kg) -KhliL 0 . (aVa) . (aVb) . 

(bx) . (bxi) . (cvii) i^i.xmmmt\.x. ^n^m mo. o 

OOOmg/kg. 0*L<»*?JO. Ol-^lOOmg/kg. i »)0*b< «J5jO. 
l-j!&10 0mg/kg.2:*)t>»t«&0. l-«&5 0mg/kg^.:fed>X-%^l. 
5-3!&3 0 ng/kg^l 0 l|Bld>e>#:lHllJl^»tT0lilj^#*tu5o 1>*>5A/. IS^ 
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wo 02/06249 


PCT/JPOl/06145 


m^im. ^^<omm. mm. mmm^<o^M. ^^^<omm 

i3:if\zXoX^/3:^. #^^:tt$i^>5^v^;6S. m^<DmtVxm'$. fc^;t(^^PS 
j^-vvmM^i eWMhMfS^o. 0 0 1^2 0 0 omg.mi^h<rmo, O 1 

^\^U^Lfc^. (aVa) . (aVb) . (bX) . (bXI) . (cVII) SriS^b 

Tta:V^U it^^ (aVa) . (aVb) . (bX) . (bH) . (cVII) Sr5felc:^#L> 

#ffi^<lriSJ^ Lfd^ 1 3 0 mi^. ^9F*U<W:1O^~10 i: ») 
0*L<«:15^'-ll^^Wl^{b-a^(aVa), (aVb) , (bX) . (bH) . (cVII) 
^iS^-rS;61fe;^^rf ^nSo fl^-a^ (aVa) > (aVb) , (bX) , (bXI) . (cVII) 
^^\Z.n^ir^m^. (aVa) . (aVb) . (bX) . (bH) . (cVII) SrJS 

#bfc=|^v l^~10£Art^fi^*U<ttlO^-'6lt^£ll^. J;0^J*U<«15 

0 0 1-2 0 omg/k g^SPiS^U«ai 5^^|C0Rlg-^M^l-W^tb:/b 
fli-e^fe (aVa) . (aVb) . (bX) , (bH) . (cVII) l&O. 0 0 5- 1 0 Omg 
/k 1 0*i: LT0PS-§'-t-So 

^fc. imm(omm^^'^it.\i.^^m<o^^n^. mK.\f. (d ¥^if. (2) 

rv^^^'yi/i^iini}£^m\^^^B^^^. (3) 3t^-?JiEifev (4) mm 
^^fe. (5) wmm. (6) w--ifH^*tiife. (7) 
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wo 02/06249 


PCT/JPOl/06145 


^mmomJt^ (Disease-Fre Survival) (DM^^ jS^feSV^tt^H© 

^mmpm<om^\z.m-^^miw m^t£. 4? y ^^^^ ^ - 7 ^ 

m^Ba^^ mn^^^t^) > (bolus, infusion. ^W^^tt) . 

&.r^XXJI^mm (bolus, infusion, ^ikm^ts) . jS3^P^*5J:t)^3fi^ 

UTH:. m^^. 3 0^-24 i^^iuK: 1 mis^-f s r 1 5 U. 


wo 02/06249 


PCT/JPOl/06145 


s : i/^/^Vj' f (s i n g 1 e t) 

d : y:^V5^ b ( d o u b 1 e t ) 

t : Vyyvj/ b (t r i p 1 e t) 

m : '=rj\r=f-'f\^v h (mu Itiplet) 

J (coup 1 ing constant) 

Hz : ^/vy (Hertz) 
CDC 1 a : S^tip:^^/^^ 
DMSO-de : 

DjO -.MtK 

^H-NMR : -fVi 

HPLC :ffi^^^5'»3•^^^5^^7>f- 
;(;DPX 300 (3 0 OMH z) M:^^^ W^^-^-'^SJ^^^ ^« ^ 

HJg^il 4 Klfelt SH P L ClMI^ 

;t;9A:Inertsil (iffifp^) ODS-3 (4. 6X150mmI.D. ) 

i^:^ : 2 5 4nm 

: 2 5*C 
JSS : 1 m 1 / m i n 
^#^J12. ^igM2l33j:t^««^2 2lc;fettSHPLC^# 


wo 02/06249 


PCT/JPOl/06145 


ijyJ^'.YMC-Puck ODS-A A-302 (150X4. 6mmI.D.) 

: 2 70nm 
: 2 5*0 
iitS :1ml /m i n 

|^5|cX||0m. X-r ay D i f f r a c t ome t e r R I NT 
Ultima+ (Rigaku) ^liV^TjII^LfCo J 



rc:iy-/V (6. 7 5g. 6 2. 4mmo 1) (8 0ml) 121 

^iH^*. -StJKlJWU it-mr/W^-^'"^ (8. 32g, 62. 4mmol) 
^Mtfto r-10X:KX4-^nnmk^r2rjh* is. 8g. 62. 4mmol) 

^liTLfc. -iox:x*immmwvfco r^^t^^ (loomo Km^^. 

^^m. #ilM^lN^ (5 0ml) . iJcV^-Cia^SWTK (5 0ml) ^ iJcV^-C 
tK (5 0ml) -el5fc^bfeo ^^^ISU (4-^h'^E^V7a.^ 
/V) (12. 7g) 

liSl^9 6%. 

^H-NMR (CDCI3, «. 300MHz) 2. 19-2. 24 (2H, m) , 
3. 13 (2H, t, J = 7. OHz) , 3. 67 (2H, t. J = 6. 2Hz) . 
3. 87 (3H, s) . 6. 92-6. 96 (2H. m) . 7. 94-7. 98 (2 
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H, m) . 

4-^1313-1- i4-:^h^i^y^^^) J^y<oW^ 



r^V^-A^ (2. 16g. 2 0mmol) ^Yf\^^'y (2 0ml) ^^^^^^ 
-1 OtJlJlJWU itlbT/V-^-!?^ (2. 6 7g, 2 0mmol) SrJP^lfco - 
1 0*C'e4— ^PtiiSBI^ta y K (2. 47ml, 2 2mmo 1 ) ^llSTblfeo — 

lor-co. 5iti^ii#u;fco s^sassr^KTfc (4 0ml) mv^fco ^ 

m^20%^:^ym (10ml) -T?2|il. ^V^-elN-;!KSIfl::•^M^ l^^ (10m 
1) . ^V>t?20%^:^ (10ml) •t?2 |i|?5fcJ^U/c„ i^lgJiU 4-^ni3 
-1- U-:^ h^l^y^^^-J^) (4. 2 1g) 

1_ (4-:^ian:/^/V) -4-j?« h^V'^V*^:^©!^ " 



1— (4— ^ f'3f?^73::=/l') — 1— (5 g, 2 3. 5m 
lol) KT3>^^:/ (5 0ml) 1 0%^<95?5^A:«f-:^^^ 

(^TKfp) (500mg) ^IriP^. Tlc^ffO. 8MPa. 5 0*CX-3Nf^. ^MM 
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^ h^i/'^y'^y (4. 6 g) ^UtCo 
1151^9 9%. 

^H-NMR (CDCI3, «, 300MHz) 1. 69-1. 83 (4H. m) , 

2. 59 (2H, t, J = 7. 4Hz) . 3. 54 (2H. t, J=6. 2Hz) , 

3. 79 (3H, s) . 6. 81-6. 85 (2H. m) , 7. 08-7. 1 1 (2 
H, m) . 

1- [4- (4-p» :^^>^-l--r/V3 -IH-l, 2. 3- 



1_ (4--^nci:f^/U) -A.-i^y^V^y'^y (9 5 0mg, 4. 7 8mm 
^ lH-1, 2, 3 - fyT>^— -'V' (6 6 Omg. 9. 5 5mmo 1) *5i 
tfa^r-fb^y l^'A (793mg, 4. 78mmo 1) S:t-:/^7-/l- (5ml) 
- iJliP^^ :;!KSI^:^M^ l^-^ (3 8 2mg, 9. 5 5mmo 1 ) t:iP;t:fe:o iOBSiilt 

(6ml) :feJ;tr-<y7'PJtrA'^-X/^ (3ml) iB:tfco i^9>:^f^i^y 
m (402mg, 4. ISmmo 1) ^W^-^M^fz^ mt^'f'A^/^ ^^^^^ 
ct— 7-/U=2/l (2ml) ^iB;t. ^?tT?3 0^^bfCo ^W^^^Ir6^L^ 

1- [4- (4-pib'aE^'>'7*c^/v) i/^^'-i— f/H -iH-i, 
2^ a-byry--/^ (i. i4g) Sr#feo 

IR^7 3%. 


a? 
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»H-NMR (DMSO-d., 8, 3 00MHz) 1. 4 O'-l . 5 1 (2H. m) , 
1. 74-^1. 84 (2H, m) , 2. 39 (3H, s) , 2. 51 .(2H. t. 
j = 7. 7Hz). 3. 69 (3H. s) . 4. 38 (2H, t, J = 7. OHz), 
6. 79-^6. 84 (2H, m) , 7. 04-7. 09 (2H, m) . 7. 71 (1 
H, d, J = 0. 7Hz) , 8. 11 (IH, d, J=0. 7Hz) . 

1_ [4- ^^^^-7:^,^^ -f^y-l—f^^^ -lH-1. 2, 3- 


MeSOgH 



1_ (4-->5.p,p:/^71.) -4-P<h'¥e^-^>''^>' (24 6 8mg, 12. 4 2 
mmol) |^2-7^^/V-2-:/^y-^V' (5ml) Sr^. lH-1, 2, 3- 
byT)/^/V(1286mg. 18. 6 2mmo 1 ) ^SitJ^HI e^fl^;^; y (2 0 
62mg. 14. 2 4mmol)«:m:/J:o*mfl:'^ by 5^-^(7 4 51116, 18. 

v^l?7K■c2IHI^Jfe^^ufe.*«l«^^^«^®^^•fi^^=^^^^^*"^^^^^^^ 

(20ml) io J; W y tVV^i-T^^V (10ml) ^iB^. 
in^^o 7^^>':=^/^*>'^(10 2lmg, 10. 6 2mmol) «r2 0'>-3 0'C 
Srfi^t,oo|gTUfeo 2 0~3 0'CXnitW^#b^t. «fmb:fe:^^<^5mU 

ri- [4- (4-P«h^i^:7:.x^/V) 7'i5'>'-l-'<^^3 -iH-1. 2. 3- 
|,y3^5/_,V ;;i^>^;3^/l/:^^>'Si^ (3.. 0 4g) 
I|X^7 5% 
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iR-NMR (DMSO-de, «. 3 0 0MHz) 1. 4 0-1. 5 1 (2H, m) . 
1. 74-1. 84 (2H. m) , 2. 39 (3H, s) , 2. 51 (2H, t, 
J = 7. 7Hz) , 3. 69 (3H. s) , 4. 38 (2H, t, J = 7. OHz) , 
6. 7 9-6. 8 4 (2H, m) , 7. 0 4-7. 0 9 (2H. m) , 7. 7 1 (1 
H, d. J = 0. 7Hz) , 8. 11 (IH, d. J==0. 7Hz) . 

mmms 



X- {A-^xxuzff-fV) -4-7« b^->'-<^^-^V(9 9 3mg. 5mmo 1). 
ljI-1, 2, 3- fyry*-/!' (6 9 Img. 1 Ommo 1) > aU^-fbJ^/P 9^ 
(830mg, 5mmol) *5J:tJ^J£flSy^^^^ (424mg. lOmmol)^ 
t_:/^y^/K5ml) I^JH^. t-y^b^^^^bP^'-^ (961mB. 1 Om 

mo 1) iknyctt. Mwmi^^^mm^1t. mxz.^^. Y;v:^y^i.-ai^ 

ikM^mi^f^o ^v^~e2 0%^^:^m'^3iI. ^^cv^•el&»aW7K. 

i5cv>-e7K-e?5fc^^b^o i^^^u nmi^^^y-^ OOmi) ^^iPx:. 
m (2ml) ^ip^^^. j^aiibfco mim\^2-:fxi^<y-^^^Mx.. mm 

:2^5/7*=:A') >^^:^-i-'f>^^3-iH-i, 2. 3-byry-^v ^Sl^(7 

7 2mg) ^Wto 
JlX^S 8%. 

^H-NMR (DMSO-de, 6. 300MHz) 1. 3 9-1. 50 (2H, m) , 
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1. 73~1. 83 (2H. m) , 2. 49 (2H. t, J = 7. 6Hz) . 3. 
68 (3H, s) , 4. 37 (2H, t. J = 7. OHz) , 6. 77-6. 83 
(2H, m) , 7. 02~7. 07 (2H. m) , 7. 73 ( 1 H, d, J=0. 
7Hz) , 8. 13 (IH, d, J = 0. 7Hz) . 

1- [4- u-^h^i^y^^f^) "f^y-i-^^^ -IH-l, 2, 3- 



I — (4— ^iaia:/^7V) — 4— p« h^Z/^l^-^l^ (9 9 3mg. 5mmo 1) ^ 
lH-1, 2, 3-hy T>^^/^ (6 9 Img, 1 0mm o 1) ^XXJ^X^itifV 
i>A(830mg, 5. Ommo 1) ^^^^^^V^>'^^T5 K (5ml) lc^«IU 

_1H-1. 2, 3-byr>^— 5 Omg;^#|Eb:fc„ 

IIZS^4 8%. 
#%«3|4 

4_ [4- (iH-1. 2, 3-byT>^-/^-l— T/l^) 7*/-/^ 
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byrywu ;/i^y^;V^^ym^U. Og. 12. 2 2mmo 1) 8%*. 
(8ml) KM^. 8 0'-9 0X:X^6mmMm\^^o tKJ^U 4N-7K^ 
^^bP^A (32ml) ^^KTb^o tWI 1^ 6 N^HSrAlI 

;t. pH6. 3|CUfCoS^^^^/V(30ml)^^itJ^5^b9tK^79X(15 

ml) -ettWbfef^. ymv^o (2oomg) SriP^. ^m-cio^^ 
Lfco 6iib^^«^ufco afrt&i^is^^^'^ d omO ^ip^sijjgbfc. n 
r^m^ o^m> -^i?-^' (1 i> *bi^^?a-e3 o^^u^. m 
mvitt^^^^^^^mm^u.4- i4- iin-i, 2, 3-byr>/--/w 

-fi^/U] ^a^y— /V- (2. 2 5g) 

t 

Jljl^8 5%. 

^H-NMR (CDCl3-DMSO-d.. S, 300MHz) 1. 48-^1. 5 
9 (2H, m) , 1. 80-^1. 91 (2H. m) , 2. 49 (2H. t. J = 7. 
5Hz) , 4. 31 (2H. t, J = 7. 2Hz) . 6. 68^6. 73 (2H, 
m), 6. 8 7-'6. 9 1 (2H.. m) , 7. 4 5 (IH, d. J=0. 7Hz). 
7. 61 (IH, J = 0. 7Hz) . 8. 12 (IH, s) . 



4- (hy^/w;^-^!^^^^!-) »tV>^^ (6 4. 85g. 300mmol) 
:11V (3 2 5ml) 33j:TJ«i?7«^A'^A'^T^ F (2. 2ml) iC^fCo ^4^5^ 
;e-^;M26. 3ml. 361mmol) ^^"e^RTU^feo 4 5'C-T?2l^KAPfk 

Lfc. np^fifcmm^. 250/or^^-r^ (325ml) i^5^2o^s:^t> 
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0. 7 6 g) ^Wlto 

^H-NMR (CDCl3-DMSO-de, 8, 300MHz) 5. 93 (IH, 
s) . 6. 53 (IH, d. J = 15. 8Hz) . 6. 75 (IH, s) . 7. 4 
8 ~ 7 . 5 3 ( 5 H, m) . 

4- (^PPT^^/^) -2- C (E) -2- [4- (bP^A^^-T^T^^/V) 




ONH, CI 


4_ i/^^-^^r^K (Ig, 4. 6 5mmo 1) SSitf 

1. 3-i?>fnar'fefV (1. Ig. 8. 6 6mmo 1) Srb/l'^^' (5ml) 
l^in^. Bl^^ffo^ B^fil^^/^ (2 0ml) SrJB^. tK (2 Om 1 ) 

-C2|Hl?5fc^Lfc^. i^^liU^o ^W^^^>^-^1^ (4"^1) ^JP^^t?«i 
#Lfe:o iig^SraiaUfcio ^ISSU 4- (^na^^;V) -2- [ (E) -2 
- [4 - ( b y P« ^/V-) o^T^^/w] - 1 » 3 ( 7 

3 3mg) ^#fco 
J|X^5 5%. 

^H-NMR (CDCI3. 5. 3 0 0MHz) 4. 5 6 (2H, s) , 7. 0 1 (1 
H, d, J = 16. 4Hz) . 7. 54-7. 68 (6H, m) . 
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[1- [4- [4- [ [2- C (E) -2- U-yVy/^:tVX;^^M 7:^=^ 
-lH-1, 2, 3-M?r>^-/^©M3t 



4-[4-(iH-i, 2. '^^^'^^^^-^ 

(400mg, 1. 84inmol) i^Ht^^- {^nvij^^jV) -2- C (E) - 

2- [4- (,Y^)y/i'^vii^'J-^) y^=='^'^^'^-^'^~-^'^* 
(5 2 9mg, 1. 8 4mmol) Sri^^pi^/V^/^AT^ K (3ml) K:^«fU 
(2 7 9mg, 2. 0 2mmol) ^*P;i> 6 5~ 7 5'CT?4I^^^ 
nVt^. 4- [4- (lH-1, 2. 3-byry^--/V-l-^/V) :/^/V] 37:. 
y-/K40mg, 0. 18 4mmol) ^iPxl/eS'-TSt^-tf^bKlSltMafc 
#Ufco ^l^li^U tK (5ml) SriP^. ^^CV^•^P^ / (3ml) ^JflX. 

[4- [4- [ [2- [ (E) -2- (4-MJ:7/V:^-i:^P»^/V73:=:/V) ^i^::^ 
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1, 2. 3-MJT>^— /V (7 9 9mg) ^W^o _ 
IR^9 3%. 

iH-NMR (CDC la, 5. 3 0 0MHz) 1. 5 7-1. 6 8 (2H, m) . 
1. 88-1. 99 (2H. ia) , 2. 60 (2H, t, J = 7. 5Hz) , 4. 
39 (2H. t, J-7. IHz) , 5. 01 (2H, s) , 6. 89-7. 08 
(5H, m) , 7. 49-7. 70 (8H. m) . 

mmms 

4_[4_(t e r t 7«^x;^/^*^-^«>i^a§ 

a/W<>'lJ:4-L4-(t e r t f'^f->') :7*::^/V-y^>'-l-:t'-/^7 0 
M;3i^7kr5i^6 5. 2mK S^^^/^720ml^tt^*^l-feo 1 
OX:t.^}^V^ Mit:^f''y^^^^=^^^^ Sg^rJiTU 5 — 1 7"C^'P^*> 1 
I^^WU^o 7k3 0 0ml SrJP:t^U^a^^^. «|^^5%^m7Km-^h 

y^rA7K3 0 0ml > *3 0 0m l-e«l^^c^^u:feu *«l?^»ffiT«ISU 

1-"C1 0 2 . 2g^#fco 
'H-NMR(CDC 1 3, 300MHz^ )ppm: 1.-3 3 -(9H, s) , 1. 6-^1; 
8 (4H. m) . 2. 62(2H, t, J = 7. 1) , 2. 99 (3H. s) . 4. 
24 (2H, t. J=6. 1) . 6. 91 (2H, d. J = 8. 5Hz) , 7. 0 
5 (2H, d, J = 8. 5Hz) 

1 - t e r t h ^i^- 4 - (4 - 3- Vzf^M-<l^^y(^^^ 
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ri/W<:^|Z:4-[4-(t e r t h'¥i/):7aic:^/l^]:/^>«^ i^9>7.)Vi^^ 
-h3 3. 6 6 g. 3!>>fb;':?-by !^^2 2. 4 9g. T-fe b V3 3 7m 1 Att. iP 

1 ^^^^-^^feio mm^iK^ 5 0 0 m u i;^^ y tvw^ii-x/v 500 

e7A7K2 5 Om U 1 0%/N-r3^?2 5 Om 1 t?2|iI.7K2 5 0ml -eJE^^fel^bVS:. 

»H-NMR(CDC 1 3, 300MHz)p pm : 1. 33 (9H, s) , 1. 6~1. 
7 (2H, m) . 1. 8-1. 9 (2H, m) . 2. 5 9 (2H, t. J = 7. 5 
Hz) , 3. 20 (2H, t, J = 6. 9Hz) . 6. 90 (2H. d, J = 8. 
4Hz) , 7. 04 (2H, d, J=8. 4H2) 

4-[4-(t e r X-'f V^V)y (4-p«5^/W<:/-^>-);^/VJJ^ 

=i/W-<>'fc4-[4-(t e r t b^t^) 1 -:t->'V'5 . 
2 8g> lfyi?:^9mlAttWU rtfiS-CKlT. m-fk b/^^>'^/^*->'^5 . 
70 g (1. 5eq) A^. ^ia-e2l^^^$*:fco 1 O'Cfi^T'C. 7K2 Om 1 

0%*»>ll7K2 0ml-e3ia^ 7K2 0ml'eiliIi5feJ^l':/to ^r«l*^^Tt2:^*6 
U i6«Ii^0^il^^^8. 8 0g#fCo 
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iH-NMR (CDCI3, 300MHz)ppm: 1. 32 (9H, s) , 1. 5 
--1. 7 (4H, m) , 2. 45 (3H, s) . 2. 52 (2H, t. J = 7. 1 
Hz) . 4. 04 (2H. t. J = 6. OHz) . 6. 87 (2H. d, J = 8. 
5Hz) , 6. 98 (2H. d. J = 8. 5Hz) . 7. 33 (2H, d, J-8. 
IHz) , 7. 78 (2H, d. J = 8. IHz) 

;V:^y220mU b y ^.^/VT^ 0. 4 g (O^t^l^fli^^^^^^ 2 8 . 6g 
^rtme 0'C-t?*5l2^WgU-C^»T^. 4mmm^^tu tKS Om l ^Sr^b^ 
^Sr5>lllbfc„*«l»«r5%^fiMc^'t-by!?^ 9 Om K 7K9 Om 1 -el5fe^ 

8-13 0*0/0. 2mmHg) KX*>. ife4&3 4. 3 g#fCo 
1H-NMR(CDC 1 3, 3 0 0MHz) ppm: 1. 3 2 (9H, s) , 1. 7 
-1. 8 (4H. m) , 2. 60 (2H. t, J = 7. 2Hz) , 3. 5 5 (2H, 
t. J = 6. 2) . 6. 90 (2H. d, J = 8. 4Hz) , 7. 06 (2H, d, 
J = 8. 4Hz) 

1 - 1 e r t h^i^- 4 -{4-^ p ^/u)-<>'-^:^©M3t 
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zxA^l^K 4 - [4 - ( t e r t h'Sf V) 7*^^/1—:^^ 1 -:^-J'^ 5 . 

og.ifyi^:/i5mi Mvmn bfc„ M^r\^m.^^ ^ ^^.f^a^^A^ 3 . s 4 g . 

2 5ml :fcJn;t^tt#m^?^U^o ^l^«r:^2 5m 1 •C2|iH5fc?^b;^ 
l_i;4_(4_t e r t h^V7*:=:/V):;^^X- 1 -^T/H" 1 H- 1 . 2, 

=i/W<y|^lH-l, 2. 3-MJT)/-/V5. 18g. 3 i^ib-^ b P A 7 . 
4 9 g.TKm^k^b y ^^^3. 0 g. 2-7<^/V-2-:/^/-/V'2 Om 1 SrAtt. 
1 i^ia](lPll!«K(^fl5 ^(Ortmtt 10 0-10 2'CT?$>o:fc) \JfL%. 4 - [4 - 
e r t->^f^i^)7:^^>'^]:^^>^^ ^^V-J^/l-^^^-MS. 0 9g/2- 
^^,^_2-:/^y-/W2 0ml fi5^^j!^lNF^4 0 ^d^ltX^tT bfCo ^bl- 

i^mA-e 3 j^^^u. asEiJ:* 2 0 m u yf^^^y 2 O m l 

«rJBx.»Lfeo W^^^^ ^ 5 b y 5^ 2 0 m 1 -ceteJ^ 

U § bl2:7K2 0ml -ej5fc^U^o#m®^^«iU B6?Ii^^^lS^^ ^"^12. 
7 2 g ^-^Ifco 

iH-NMR(CDC 1 3, 3 0 OMHz)p pm : 1. 35 (9H, s) , 1. 6~ 
1. 7 (2H, m) , 1. 9-2. 0 (2H. m) . 2. 63 (2H. t. J = 7. 
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6Hz) . 4. 4 1 (2H, t, J =7. IHz) , 6. 9 1 (2H, d, J = 8. 
5Hz) , 7. 04 (2H, d, J=8. 5) , 7. 5 1 (IH. d, J = 0. 8) . 
7. 7 1 (l.H, d, J = 0. 8) 

mmmio 

i_[4_(4_ t e r t h'^->:7*=^/i'):/^:/- 1 — T/v]- 1 H- 1 . 2, 

3 - b y r-z—j^oWk 



=i/v-<>'\z:^wtit')-hv^j>^B, og. iH-1, 2, 3-hyry-/v5. 1 

8g^ 2-p<f-/W-2-:/^y-/V2 0ml^A*l. 1 ltre*lli^(-e<^fc t © 
|^m»10 0~10 2'C"t?feofc)Ufcm. 1-t e r t-:/f'3E^i^-4-(4-3 

— K:^^/V')'<i/-^:/ 1 7 . 9 g/ 2 ^/v- 2 y -/v 2 o m i <om^^: 

a^iCTK 2 0 m K b/v:^ 2 0 m 1 ^mxMWX^It. ^U^m^. 5 % 

^m^K^-^by 5'^7K20ml-ei5fci^U $e>l-7K2 0ml -C^fc^bfco ^aP^ 

^^SJll 

1_[4_(4_ t e r t b^5^:7ai^/V'):/^:/- 1 — f ^^^3- 1 H- 1 , 2. 
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=i;l^y|ClH-l, 2, 3-hyr>^-/H. 6 5g. 3 t^jb"^ ^ y 3, 
5 8 s .Tkmt'T MJ A 0 . 9 6 g > 2 ^/V- 2 -Zf^ /—^>7m. 1 *Attx 
l^WiPl^iil0K(^©i:#©l^i&ttloo~lO2'C"t?feo;/fc)b;rcm> 4- [4- 
(t e r t-:/h^V)7*c:^/V]:/^/W (4 ^/W<V-^i^) h 6 . 

0 0 g / 2 ^/i'- 7.-^9 J — /Wn 1 «>^*j!& 1 Nf^d^ttTlKT t;fe:„ $ b 
K:|^®l£-e3lt^SiiS:$*fz:o J^^^JSiU Blil^TKl Om K f/V3::^2 Om 

1 :&iO^Wbfeo ^ 5 •/o^SbKil'^ b y !^;^2K 1 0 m 1 -e^fc 

^ blCTKl Om 1 -e?5fci^U;rco#fiil^Sr««U Bf^ffe^^^a^Si: UT^. 
1 0 g 

2 

l-[4-(4- t e r X-'fy^'-/yzczz.jV)-f9V-\->{f^'\-\'i^-'^. 2, 

3 - h y ry— /KDMat 

=i/V^>^|j:1H-1. 2, 3-byTy'-/V'5, 18g. 3 «>>fb-^ h y ^ A 7 . 

4 8g. 7Kil>fk:"^hy ^^-6^3. Og. 2-7«^/V-2-:f?ywW2 0Tffl^fBi 

2.0 4 g/2-;^5^/l'-2-:/^y— /V2 0ml Sril&2^^d=»rtT?ST^s 
|^mi00~102'C-e2 $ *;feo 7K20mia:b/V'^^20ml A3t^ 

^M^I^UTK^^^Hb^o #»l®*5%^^7Km-^by !>-fc'*20mU 
7K2 0mn?JlS^5cefc^Ufc:. ^^tr^iiiU ^mansiWmU^^. 5 5gi:L 

4- [4- (iH-1, 2, 3-byTy-/^-i-'r/V') :/^/^] y^J-J^<r> 
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z2A^yK^ l-[4-(4-ter t->^f^V7a.::^/^):/^>'-l-'f^»^] 
-lH-1. 2. 3-VVry-7VlO. Os. 4N-igil4 0ml*A*t. 49 
- 5 2*C*T? 1 I^KSJS^*^ ^J!^T^. 3 0 %^m{ti' f y A 1 8 m 1 SrJB 

mt^f-^y 1 0 0 m 1 vfto mmi: s ^AmA^m-f b y a* 5 o m 
1 -e^fe^u ^ bi^TKs om 1 -e^fe^^m. rnmm^wmmhti, mm^Kfm 

^*«r^4 0'C-e^ffl^$-^> 4- [4- (lH-1. 2. S-byTi/ 
_,V,_ 1 _>f /l^) l/^/V-] ya^J—A/ 5 . 5 1 g 


##«»I10 

4- [4- (lH-1. 2, 3-byT)/-/V-l-^/^) 7*/-^-© 



zxr\^v\z. 1- [4- (4-tert-:/ ^^^^c^/u-) ^9 M-m-h 2, 3 

-fyr^/^/HO. Og. 4N-^4 0mlAtt. «il5 0*CK:»U l^Ptl 

^$*feo 3 0 y V «^ ATK^ffiv^T p H 2 . 5 tc^^^*. mk^^^ 
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/H4 0mi-c»mbfeo wm^mammm-rhv^j^^ somu Asom 
ix^mm^v. ^mm^mmvfc. mm\mm:^^/i^2 0mimiu 

mt^'^n^ 2 5ml -cf^^m^vtio mm^^'^^^-^^ b mm^ e . 1 4 g # 

^i^Ji 3 



1, 2, 3- byr)/-/Vl 6 2 3mg (2 3. 5mmo 1) ^ i^'Cb-^hy 
2 35 3mg(15. 7mmo 1) > TKH^k"^ C'-^ 9 4 Omg (2 3. 5mmo 
1) ;Sr t-T^/VT/V=J-/V6. 2mUcJn^. If^^^JSWU^fco l-^^in 
_4_^3-r::/^y^>^(2 6 4 8mg, 15.7mmol) ^ t -T ^/VT/l'^- 

g^S^:n^/V= 4/1^1/3) "C^M b^feo 1 - ( 4 - 7 - 1 /f- 1 > 

2, 3_hyry'-/^^^^^ft2|^«fe^l-'^2. 5 6g#fc„l|X^8 1%„ 2-(4- 

1- (4-:7cn^/v:/^/V') 2. s-fyry-zv- 

iH-NMR(CDCl3, 8, 300MHz) - 1. 5 9-1. 7.0 (2H, m) 
-1.8 7-'2.00(2H, m) , 2.65(2H, t , . J= 7. 5 4H z) , 4. 
39(2H, t,J=7.12Hz). 7. 1 2-7. 3 0 (5H, m) , 7.50(1 
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H. s) , 7.69(1H, s) . 

^H-NMR(CDCl3, 6, 300MHz) - 1 . 5 8- 1. 6 7 (2 H, m) 
-1.9 6-2.0 7(2H, m) , 2.65(2H. t,J=7.63Hz), 4. 
47(2H, t.J=7.04Hz), 7. 1 3-7. 3 0 (5H, m) , 7.5 9(2 
H, s) . 



1, 2, 3- hy r>^-/H 6 3 4mg (2 3. 7mmo l )x lJ'<^ 
2 364mg(15.8nimo 1 7KSI^*t- V y 9 4 6m g (2 3. 7mmo 1) 

73i^^7W3i^:^(2 2 17mg, 15.8mmol) ^ X -T ^f^TtV^-/^^^ . 

L b/V^^i^-S Om 1 ^iP^^o Om 1 X 2 Ufco M7Kfi^ti|•^^ y ^'A-Cf^ift 

:nf^/V=3/l->l/3)-e3»mb:fco 1 -(2-73:rr/vrc^;V) - 2. 
3_|.y7':/_^l.^4te^^ft:ti^#;i:UT2.0g#;fco I|K^73%„ 2-(2-7aic:^ 
,V:^^fV) - 2/S'-l,2.3--hyr iZ-yV'^^feifiil^ife LT 3 1 5 m g #fCo 
451^1 2%„ 

^H-NMR(CDCl 3, 6, 3 00MHz) 3. 3 2 (2H, t , J= 7. 2 0 
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Hz), 4.62(2H. t. J=7.17Hz). 7. 0 7-7. 1 1 (2H. m) . 
7. 2 l-'7. 3 2(4H. m) , 7.61(1H, s) . 
2~(4-7*rr:/l.3i^/U) -2H'-1. 2. ^-V')rV-JV 
iH-NMR(CDCls. 6, 300MHz) 3. 2 8 (2H. t , J= 7. 7 9 
Hz). 4.68(2H, t, J=7.60Hz). 7. 1 5-7. 3 2 (5 H, m) , 
7. 5 9(2H, s) . 

5 

l-7*^/V'-2-(l/f-l, 2, 3-^yT)/-/H— r/V'):n^/>'©® 




1, 2, 3— fy T>^— /H 6 8 9mg (2 4. 4 5mmo 1)> J:54fe;'^^y 
A2 4 4 3mg(16. 3mmo 1). TKBIfl^-?- b 9 !>-^9 7 8mg (2 4. 4 Srnm 
o l)^t-r^/vr/V3-A'6.5mUJ:iPx.x ll^^^«^#l-^-o 2-^t3t3 
l-7...^/W:^^'/>'(2 5 2 0mg, 16. 3 mm o 1 ) ^ t -T^/VT/l^/V 
13ml \mm\^. MUST 1 ^^T^^gTLtCo 1 l^re^J^^l-^o ^l51J?r^l> 

b/v3.>^5 0ml ikMTLit^ims om 1 X 2 b^fco^iTKaii-^ b ^ ^j^-^mm... 

/V'=3/2-»l/4)-C')^SbfCo l-7*^/V-2-(li3'-l. 2, 3-hyT>^ 
5 Omg#fco flJl^l 8%o 

l-:7*^/V-2-(li?-l. 2, 3-byTi/-/H-^/^) ^^^>' 
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XH-NMR(CDCl3. 5. 300MHz) 5.91(2H, s). 7.5 2 
^7.58(2H. m), 7. 6 5^ 7. 6 9 (1 H. m) , 7.74(1H. d, J 
= 0.95Hz). 7.80(1H, d. J=0.95Hz). 7.99^8.03(2 

H, m). 

l-7:.^/V-2-(2^-l. 2, 3-YVr:r-7V2-^A^) 
iH-NMR(CDCl3. «» 300MHz) 5.92(2H, s), 7.49 
'^7.55(2H, m) , 7.6 2-^7.66(^,111), 7.74(2H, s) , 
7. 9 5~7. 9 9(2H, m) . 



1, 2, 3-hPT5/-/H 5 2 3mg(2?.05mmo 1). X^it-ThV^ 
^2 2 0 3mg (1 4. 7mmo 1). TKHfli-^-by 1?^8 8 2mg (2 2. 0 5mm 

o l)Srt-T5/l-r/W='-/^5. 8mUc;(lPx.. immmmi^^o -<yi^7^^ 
pyK (1861mg, 14.7mmol)«rt-T^/^T/V=^-^l-5.8mH^^ 

m 1 ^JP^rc. TK^fe 5 0 m 1 X 2 UfCo IStK^*^ b ^ ^^i^"elS;lft^> ^I^U 

mm^i^ x)ijff,v^^j.i^xx^\^^y>i- (-^f-i^/s^^^^^'^= ^ / 1 

->i/3)t?^S4Ufeo i-^>'i?;v-iiy-i. 2. 3-byr:/-/v^6^^ 

a:LT2.10g#fc:oi|5t^9 0%o 2-^Vi?/W-2iif-l. 2, 3-hyry 
-/V«:e^*^t.'C14 0mg#fc:o JlR^6%„ 

2, 3-MJry-/^ 
^H-NMR(CDCl 3. 8. 3 00MHz) 5.56(2H, s), 7.24 
-^7.28(2H, m) , 7. 3 3~ 7. 4 0 (3H, m) . 7.47(1H, s), 7. 
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70(1H, s). 

iH-NMR(CDCl 3, 6. 3 00MHz) 5.61(2H, s), 
-7.35(5H, m), 7.63(2H, s) . 


7. 2 6 




2, 3— fyT>^— /H 4 5 4ing (2 1. 0 5mino 1) X 
A2 10 3mg(14.0 3mmo 1) .7K^^-^by!J^^842mg(2 1.0 5m 

mol) ^t-T5/WT/V=»-/^5.5mUci»l^. 1 l^^mJS^#l-^-o 
napCf^/V-) (2 4 7 8mg, 14.0 3mmo 1) Srt -T^/VT/W 

KlJWb b/V:^>-5 0 m 1 SriP^rCo TK^feS 0 m 1 X 2 bfeo ^StR^-^ V ^ 

>'/i^m^^/^=2/i->i/3) t^mnx^'hu i-ii-ry^A.:^^^^) -ih- 

1. 2. 3-Yrfr:/-/V:t^m^thX2.47 smc.mB4%. 2-(l 
-2Jf-l, 2, 3-hyr>^->^V'^M'fe?ftJ|^'fe^l-"C136 

l_(i_^:7^/vpi^/v) 2. 3-fyT)/-/^ 

iH-NMR(CDCl 3, 5. 300MHz) 6.02(2H, s), 7.33(1 
H. s). 7.41-7. 55(4H, m) . 7.64(1H, s) , 7.8 9- 
7. 9 7(3H, m) . 
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iH-NMR(CDCl3. S. 300MHz) 6.06(2H, s),7.41 
^7.57(4H. m). 7.62(2H, s) . 7. 8.4 --7. 8 9 (2H. m). 
8.15(1H, d. J=7.96Hz). 

2, 2-i?i^npr-fefr;i^t K bi^/H: K^v^^'t^Mit 


CLjCHCHO 

H,N-N-S05-(\ />— Me ^ 


CI 




CI- C-C=N-^-SO£-^^^ 
H H 


h^:.yH:K7i?i^ (2 3 4g. 1. 2 6 m o 1 ) If ;*-i^m ( 2 L) J^MiS 

U 15~2 0t:i?i^i^PCiT'febT/l^tK (I4 2g. 1. 2 6mol) SriP 

^^c„ ^mT2^^«H^u^=^. ^?&T3NF^^#ufc:o mmm^^\^y^^^ 

(2 4 7g) ^#:feo 
JR^7 0%. 

iH-NMR (CDC la. 8, 3 0 0MHz) 2. 4 7 (3H, s) ,6. 12 (1 
H, d, J = 7. 4Hz) , 7. 21 (IH, d. J = 7. 4Hz) . 7. 34-- 
7. 38 (2H, m) , 7. 80-7. 84 (2H. m) , 8. 06 (IH, s) . 
##^J12 

1_ [4- (4_p« f^^>y>r^^;v) ^i5ri^-l-^;V] -lH-1, 2. 3- 
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MeO^ MeO' 
4mmol) Sr*l^:^j6-U WV3.>'*5J:tJ^2N-7Km{b-^ b P (10ml) 

-mVft. mm^^^y-^^ (8ml) iC^iSfU 2, 
K bi/>rt.fcK95/>'(2. 6 1g. 9. 2 8mmol) /-/V ( 1 2m 1 ) 

-I^Ltcm. HPLC-C^*UVto 1- [4- (4-p*h'^V7:c:^A') r/^^- 
1_^;^]_1H-1, 2, 3-fyTy-/V;&S2 7 0mg^^Ufco 
^»I|X^2 5%. 


_ 18 



I 


^NH, . _ 

HO 



f^y^^ CF3SO3H 
OMe MeO-" ^ 3 ^ 

fy7>r^:^-ti^^>'7:/V*^-fil(4ml) ^^?&U 4-T ^ y^SS^ (1 0 9 3 
mg. 10. 6mmol) ^iPxifc^ ^jJcV^T^T^y-ZKlm 1 , 9. 2 5mmo 

tK (17ml) I^^STUfeo ^?&T^20^ra«K^U $?,1^-10<CT'3 0^^ 

y__4» l.^V>^^n73./>- ].y:7;i.:tPi^i5'>';^/V*i/^i^(2. 47 
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g) Sr#fco 
1151^7 8%. 

^H-NMR (D2O, 8, 3 0 0MHz) 1. 8 8-1. 9 9 (2H. m) . 2, 
98 (2H, t, J = 7. 5Hz), 3. 09 (2H, t. J = 7. IHz). 3. 
80 (3H. s) , 6. 95-6. 99 (2H. m) , 7. 86-7. 91 (2H, 
m) . 

1 9 

1_ (4-T5/:^f'>'V') ^4-;^V^i^^y^>' 




CF3SO3H 

MeO^^=^ ' * MeO 

(60g, 174. 8minol) Stt^ h9 1 Kn77>'/7K= l/l (600ml) 

\mm\^. io%y^^^^t?j>^ij-i^^y ^^^) (6g) ^ip^. tk^^o. sm 

Pa. 5 0'C-C7f^ll^3l7n^tTofc. fiiiE^^iSU (3 6 Om 1 ) 

i3i:tF2N-7Kmfli;^^9C'^ (18 0ml) 5:j[Jtlx.^mU7KP^W^^>' (36 

om-i-y -eWJUfco- #Bli)i^'a't>*r2 0%ift^-e3iiit5fe^b;fco ^^ISU 

Ti^e>tbfca^i^l-2-:/t3/>?/-/V' (3 0 0ml) ^M^. 7lC?&T. ^^611 (3 
4ml) Sr^STU^ itea3^LX#e>tt;fea@'K>t<l> 2-yTi/V-/V (3 0 0 
ml) ^M^. mm^\^1t. ^h^. 2-:/n^V-/W (300ml) Sr^. 
il^miiLfCo #e>tb:rna€W2:^y:^iatf/l.:nw-^/U (200ml) ^M^. ^ 

?a-^io^^^#bfco ^Wi^SSr^^bfc ^l^u 1- (4-r$y:/f- 

_4-p» bdt^i/^>^-^>' (3 2. 1 g) &#:fco 

Jt5l^8 5%. 

»H-NMR (D2O, 6, 3 0 0MHz) 1. 5 4-1. 5 7 (4H. m) , 2. 
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52 (2H, t. J = 6. 5H^), 2. 89 (2H. t, J = 6. 8Hz), 3. 
ri (3H, s), 6. 8 5-6. 8 8 (2H, m) . 7. 12-7. 15 (2H, 
m) . 

mmm2o 



MeO 



1- {4.-r%J'f'^M -4-^h^i^^^'-^>' Og, 4. 6 

4mmo 1) ^Ixcmi^^X^. ^^^^^ dOml) ^^J:t^2N-*Bfe^b^ 
(10ml) SrABx.. i^?^bfeo 20%^^-e^5fel^U ^STK^Sfe-^ ^'-^'^^ 
iim. ^aSiUfCo amtrP^^/-/^ (8ml) lJi^«?U 2, 2-i;^^nPT 
^br7V9*fcK V5//VfcF^>^i/ (2. 6 1g. 9. 2 8mmol) (Z>pi^>^- 
;v (1 2ml) mm^^ 5'-2 0'C-^?eTU^. ^-e2^^»9^bfe:^. W& 

msiib^to a^i^is^m^^^v- (50ml) srjn;^. mny. m^m^n^ ( 5 o m i ) 
-iH-i, 2. 3-byTy-/v(i. ig) 

flX^l 0 0%. 

^H-NMR (CDCI3. 8. 300MHz) 1. ST'-l. 66 (2H, m) , 
1. 86--1. 97 (2H. m) . 2. 58 (2H. t. J = 7. 5Hz) , 3. 
79 (3H. s) , 4. 37 (2H, t. J = 7. IHz) , 6. 78'-6.^83 
(2H, m) , 7. 01-7. 06 (2H, m) , 7. 48 (IH. d, J-0. 
8Hz) , 7. 67 (IH, d, J=0. 8Hz) . 
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1- [4- {A-:^V^i/-7a^=^/v) -f^y-i-^/v-l -IH-l, 2, 3- 



1- (4-r^J:f^M -4-^ h'^i^^v-^:/ mm&(i. og. 4. 6 

4mm6 1) «r*|2:^**U hJf^^y (lOml) d3J:tJR2N-7kSI>fb*^- MJ l^A 

(10ml) ^M^. ^mvfu 2 o%^m7K-e?fc^u Mtkasm-^ b y pj>^x*n 
mmmi-tzo mt^^^^z-i^ (smo ^m^\.. 2, 2-i?iJ^nprr 

•fe^T/^^fcK bi^/Vfc K^i^J/ (2. 6 1g, 9. 2 8mmo 1 ) — 
A' (1 2ml) ^i^^^<S^l 5-2 0'C-e^iTLfCo ^m-e2NF^m#b:fc^x" 

MiJiLfCo nm^VjV:x^l^ (5 0ml) iSrJq;t^ m#T> 2 N-tKH^-^- h y l^A 
(5 0ml) «:JD^. 10^^l^^?geU HPLC-O^Sbfco 1- C4- (4- 
iLyi^^yy:x,z:.fD ':f 9X^-1 -^AA 2, 3-b9T>'-/i';^4 1 
7mg#lfiEb:feo 

5g*l|5l¥3 9%. - '. 

I^^2 2 . 

1- [4- (4-^ h'^->'>^a:^/l') -f^V-l-^fVl -lH-1, 2, 3- 
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]L_ {A-r^J'ff'f^) -4-P« WkM.{l. Og, 4. 6 

4mmol) ^TKl^^d^U WV^:^. ( 1 Om 1 ) *5J:rF2N-7Km^b-t- b P-^A 
(10ml) ^^B^. ^t^Lf^o 2 0%:^^r'lfc^U MtKA^^-^ h P t^J-X^^. 

^^. mm^\^it. mk^^9^-f^ (smi) i^^«iu 2. 2-i;^^PTir 

•fehT/V-T^tF bv-A-t K^i^^' (2. 6 1g, 9. 2 8mmo 1) 

(1 2ml) ^®l»«!Srl 5-2 Otl-C^STU^Co ^m-e2^^»i^bfc^. ^ 

ff^SSUfCo f/V':-:^- (5 0ml) 4r*P;t. W^T. 2 5%r ^^^^.TtK (5 

0ml) ^M^. \ om\^^^^^ HPLC-e^SU^i:. 1- [4- (4-^ h 
;3^i/7:c^/V) -lH-1, 2, 3-hyTy'--/V^^8 29m 

^411X^7 7%. 
^^2 3 

1- [4- (4-p« b'3^i^:7*^/V) l^^^i^-l-^-'^l -lH-1, 2, 3- 



_ MeO 



MeSOjH 


]L_ (4_x^/:/^/V') -A^-i^Y^^'y^^y^^y iiaiii (2. Og, 9. 2 

7mmol) ^tK (10ml) l^lW^U W^^^-^ (20ml) ^XX^'2.Y\-im 
-fk-^hPC^A (10ml) ^m^o 20%lltm* (10ml) •^2lel-e 

S:Jq;t. l^miiUifco aSESr^i?/-^^ (10ml) isi^d^bfco 
/U^^.2. 2-i?iJ'i3nr-febryV7*t:K hV7H:K^^/^(5 2 13mg, 
18.5 4mmo 1) (Oi^^J-J^K^ ^^\)Wm\^. 2 0-2 StJ-C^gTU 
mT-mra2 05^»i^bfCo b/V:^>^ (2 0ml) *5it^^SJmW7K (6 0ml) 


19.1 


PCT/JPOl/06145 

WO 02/06249 , 


hfc^. WV^^- (40ml) T'tfifflbfco 4N-7Kllfl^-^Vy!^^ (30ml) 
SrJdn^. 5 0-6 0X:\mmi^m\^f^o tK (3 0ml) 5 0-6 0'CI^ 

Mmu mvit. tk (3 0ml) ^M^. 5o-6o'cic»u mh^o 2 
o%^=^ym (15ml) ^itj^^fp^ife!K (15ml) om^^mx^tio ma 
swtk (3 0ml) -eefc^m. $ e,K:7K (3 om 1 ) x^mi^tc^^ mBmmvtc. 
mmmm^^'^A^ domo mf>>u *?&t> ^^y^^/^^^^m (o. 4 9m 

1,7. 5 5mmo 1) ^iP;tfCo 1^^^^^^ (2ml) ^tD^s ^?&TT'5 0^ 

l&^fi^U i-[4- (4->«h'^V7*c^/v):/^^-i-^'^il-ii^-i' 2' 

3_|.yxy-/V (2. 1 9 g) 

11X4^7 2%. 

^H-NMR (DMSO-de. 8. 3 0 0MHz) 1. 4 0-1. 5 1 (2H.m). 
1. 74-1. 84 (2H, m) , 2. 39 (3H, s) . 2. 51 (2H, t. 
J = 7. 7Hz). 3. 69 (3H, s) , 4. 38 (2H, t, J = 7^ OHz), 
6. 7 9-6. 8 4 (2H. m) . 7. 0 4-7. 0 9 (2H, m) . 7. 7 1 (1 
H, d, J=0. 7Hz) . 8. 11 (IH, d, J=0. 7Hz) . 
36^2 4 

1- [4- (4-p« h^V^ai^/^) zf^Z^-l-^/^l -lH-1, 2, 3- 
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ft+h!)!?A (10ml) mit.1t. mU 20%ftS6* (10ml) ^2@i» 

2 2-i?^Pnr*hT;I^tK bV/VtK9-/V (5 2 13mg, 18. 5 
4mmol) «^f/-/V(30Ml) ^99-1^. 2 0-2 61C-C«TU ^ 

R({3e«rS#,*fflt?5 0»BlW^Ufc.«ff«B8Ci9««^K*a*l'> '-'^ 
:ny (40ml) TttlBl-fc. 4 N ^ 9 f * (30ml) 50 
-6 0t;Cl«»U.»«l^fc. * (3 0ml) SrlB^. 5 0-6 Ot;ClP«U » 
iRUfc.*(30ml) SrJPi. 5 0-6 Ot:K:J»l»U »SSUfc. 20%?:-^ 

Sd 5ml) ^Ufc. * (2 0»1) ^30^ »'^"^**** ^^"""'^ 
•C. »V>T* (3 0ml) -elSfc^U «ffi8M6Lfc. ftSSr^^^'/-^ » O-"!) 

(2. 5ml) ^ffSSl-^ 2-ypA/-.wS:JlI^, 

R®:n^;v*»*.. KEWgUfc. (10ml) iJW^ 

•c»u ms-p4 o^rawti-fc. «fm«s.&6«i> mmm^^ i - (^ 
-^^*v7:.=;^)^^'^-l-'f^]-lH-l• 2. s-Mry-^v % 

. (1. 6 1 g) ^W^o 

I|X^6 8%. 

^H-NMR (DMSO-d», S, 3 0 OMHz) 1. 3 9-^1. 5 0 (2H. m) . 
1 73-'l. 83 (2H, m) . 2. 49 (2H, t, J = 7. 6Hz) , 3. 
68 (3H, s) . 4. 37 (2H, t, J = 7. OHz) , 6. 77^6. 83 
(2H. m) , 7. 02-^7. 07 (2H, xn) . 7. 73 (IH. d. J-0. 
7Hz) , 8. 13 (IH. d, J=0. 7Hz) . 
##«^13 

4- [4- (iH-1. 2, 3-byr>/-/v-i-^^^) ^^^^^ ^-^-^ 


12» 
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MeS03H 




MeO 

i_ [4- (4_p( b^i/:73.i=i;V') 2, 3- 

yijry-Jl^ pt^y^/V-^^^^Sfem (4. Og. 12. 2 2mmo 1) «r4 8%:^ 
Jf^mWt (8ml) KM^. 8 0'-9 0'C'CeWmMmV^o ^?&U 4N-7K^ 
iti-yV^J^ (3 2ml) mrvfc^. v/},a:.>^'^mhti. 7KJi.lJ:6Nig|feS: 
M^. PH6. 31::L^o B^^^^/K3 0ml) *5J:tJ^^f^fcK^7^i/ (l 
5m n -e*6ttiU TKlfcbfeo (2 0 0mg) ^-eiO^^^# 

ufcio iiffiiiii'fj^o nmm\mm:^'^^^ (i om i ) Jijibfco 

3 0^^;fe?&aHf (lOml) SriP^. $ tC^^T 3 0 

#bfeo m\mm^^y^> wmmvit. 4- C4- (ih-i, 2. s-vy 

^>/_,v-i— f/v) P^^/v^] 731/— /V (2. 2 5g) 
iR^B 5%. 

^H-NMR (CDCla-DMSO-da, S. 300MHz) 1. 48-1. 5 
9 (2H, m) , 1. 8 0-1. 9 1 (2H, m) , 2. 4 9 (2H, t, J -7. 
5Hz) , 4. 31 (2H. t. J=7. 2Hz) , 6. 6 8-6. 73 (2H. 
m), 6. 8 7-6. 9 1-(2-H, m) , 7. 4 5 (IH, d, J=0. 7Hz) , 
7. 61 (IH. d. J=0. 7Hz) , 8. 12 (IH, s) . 
##^14 

4- ivvyf^:t^^'^J^) i^y^J^r^Yomt 


COOH .^^^^c;oNH, 




4_ (|.y7/l.;e-t2pl^/l.) ttV>^SI(6 4. 85g, 3 0 Ommo 1 ) tr 
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(3 2 5ml) ^iiX^-^^J-fVi^f^^^r^Y (2. 2ml) SzMXIt^ 
^=^;Vi2%. 3ml. 36 1mmol) ^^^-Cl^TU A SX,-^ 2fmim\. 
it. nhfl^Rfm^. 25%Ti/*^r7K (325ml) tc:.5~2 Ot:^^t>o 

0. 7 6 g) S:#^to 
I|Z^9 4%. 

iH-NMR (CDCls-DMSO-de, 6. 3 0 0MHz) 5. 9 3 (IH. 
s) , 6. 5 3 (IH. d. J = 15. 8Hz) . 6. 7 5 (IH. s) . 7. 4 
8'-'7. 5.3 (5H, m) . 

5 

4- (>JrT3P^^^) -2- [ (E) -2- [4- ( b P P P« ^/^) 

o 

CONH2 Clv^^xlk^CI 




4_ (vy77V:t-P7«^/l/) i^iz-^^T^K (Ig. 4. 6 5mmol) fc^it^ 
1- a^c?^l3prr-feV:^ (1. Ig. 8- 6 6mmol) ^hA^^^V iSrtal) 

\mx.. 8^mM^mvtc. mm^^^/^ (20mi) i:M^. * (20mi) t? 
2iiifcj^ufe=^. ummi^f^ Bm\^^^y-^ (4m u ^Jn^> ^mx-s 

WV^o Sg^«r6ia. ^imU 4- (iJrpnpJ^/V) -2- L (E) -2- C4 
- {h})yMn^f';v) ^x^A-] -1. (7 3 3 

mg) ^#fco 
I|X^5 5%. 

^H-NMR (CDCI3. 5, 3 0 0MHz) 4. 5 6 (2H, s) , 7. 0 1 (1 
H. d, J = 16. 4Hz) , 7. 54-7. 68 (6H, m) . 


19.R 


wo 02/06249 


PCT/JPOl/06145 


1- [4- [4- C [2- [ (E) -2- (4-Vy^/V:r^^^^) ^^^^^ 

^^^,^3 -1, 3-;^-^1^>^-^v.-4-^.w] ^ ^^^^^ - 

iH-1. 2, 3-^yr:^-/l'«>$45§ 



4- [4- (lH-1. 2, 3-VPr>/-/V-l-^/^) 
(400mg, 1. 84mmol)33J:t^4-(^n^.^^.V)-2-C(E)^ 

2- [4- 7-^=^^^^ ^^^^^^ 3^^^^^^^ 

(5 2 9mg, 1. 8 4mmol) ^^^^^f^it^r^^T (3ml) 

1 A *im4 6 5~7 5'CT?4l©mHI 
eafct)!J{>i> (2 7 9mg, 2. 0 2mmol) 6 0 

»Ufc. 4- C4- (IH-l, 2, 3 b^-/^ 

y_;.(4 0mg. 0. 18 4»»oO*iiJ«U6 5~7 5-C^Se.K3.*ia 

[4- [ [2- C (E) -2- (4-b!J7^*P^^^7-=^> -^^=^^3 " 
1 3_;j-*^>/_,v-4~f /V] ^ b*-:^] ^^^A-II^^/^] - lH-1. 2, 


PCT/JPOl/06145 

WO 02/06249 

3_|.yry-->'^ (7 9 9mg) S:#:feo 
I|X^9 3%. 

■H-NMR (CDCl.. «. 300MHZ) 1. 57-1. 68 (2H. m) . 
1 88-1. 99 (2H. m). 2. 60 (2H..t, J = 7. 5Hz), 4. 
39 (2H. t. J = T. 1H.).5. 01(2H. s).6. 89-7. 08 
(5H, m) , 7. 4 9-7. 7 0 (8H, tn) . 


##0111 7 

(E) -3- (4- (b<)7;V*v.^^^) -2-yP'^--^r5K 


.CONH, 



(E) -3- (4- (b!)7;V*.^^A-) 7»=A-) -2-^»'<V« (24 
00 g 11. inxol) KitfDMF (N. N-:^;«9^/V*/VAr 5 K) (8 2 
„U (12U KSPifc. SOCl, (62. 6mL. 721xnn.o 

,) sr^tjSTU 4 5~5or-eii*Ba#*fTofc. 

^*2 5%T^*=r*(12L) 5-25lC^TUfc. 45-55^ 

U *(12L)-Ci»Ufc.SESa*U (E) -3- (4- (>97;w*P;' 
^A.) 7==;^) -2-^0'^^r5K (229 3g. 10. 7mol) «:»fc. 

Kspg 6%. 

iH-NMR {DMSO-d„ 8. 3 0 0MHz) 

6. 72 (IH. d. J = 16. IHz). 7. 20 (IH. s) . 7. 46 (1 
H. a, J = 15. 9Hz). 7. 62 (IH. s) . 7. 6 7-7. 83 (4H. 
m) . 

127 


wo 02/06249 


PCT/JPOl/06145 



CONH 


'2 



2) CHjCOONa 


(E) -3- (4- (bS7/V*n^^^) 7=.=*-) -2-7'P'<:^r5 b* (1 
0. Og. 46. 5mmol) *J±t^l. 3 -f ? t-oT* (1 1 • Og. 8 
6. emmol) Srb^^^iy (50mL) D e a n-S t a r kWSrfflV^ 

T8. 5ieisi!«*»«i*ufe. R^ssraffiasi-fc. 

*->K(5 0mL)*5J:tWSy-^'3*»«l(15. 8g. 116. ImmoO 
7 0~7 5'C-e4«lll8«#Ufc. ^^-y-zV (5 0mL) SrJqilfc. ^ 
SeiaftWm. *»Tl«rWI«#Ufe. «fm*IS*«»U ft^?/-'K3 0 
mU -CS^Ufe. SffiffilftU 4- (T-feb^V;'^^) -2- C (E) -2" 

3. -lg) lR*6-6%.- ■ 

»H-NMR (CDCl,, 6, 3 0 0MHz) 

2. 11 (3H, s) , 5. 13 (2H, 3) . 7. 00 (IH, d. J = 16. 
4Hz). 7. 55 (IH. d, J = 16. 4Hz) . 7. 5 8-7. 62 (5H, 
m) . 

4_ (T*v^e.,*f-,V) -2- C (E) -2- [4- 


19R 


wo 02/06249 


PCT/JPOl/06145 




1) O 

ci\A/Ci 

— ^ 

2) CHaCOONa 


(E) -3 - (4- ivvy^^^^^f-^^) y^^f^^ -2-fxi-<>r^ k o 

50g. 4, 42mol). 1. 3 -i?^ TataT-fe (1 0 4 5 g. 8. 23m 
ol) ^WV:x.^.(4. 75L) D e a n-S t a r kW«:ffiV^T 81^^ 

MJS*^»l5i7KL^o ^O^^. m^m^ (2.- 3 8L) *i^*bfco 

g. 11. Omol) ^m^o 7 0'-8 0t:-C3. 5l^^»bfCo ^^/-/V 

(4. 7 5L) ^AP^^o ^mi^«c?&«#^v.*i^Tii^ra«#b:fc. 

^/V) -2- [ (E) -2- [4- (by7/V:^-n^^/V) 7cc^/V] 
-1, 3 -^^-'^f-^^-Zl- (1 5 60g) %#fCo I|X^5 1% 


_J2 7 

[1-C4- [4- [ [2- C (E) -2- (4-hy:7/v:t-p'p<^/v) 

-iH-i, 2, 3-byr>^wv 


129 


wo 02/06249 


PCT/JPOl/06145 



1) CH3SO2CI 


2) 




7a.=/V] -1. a-***'/-^ (2 0. Og, 64. 3mmol) 

^J^^^/VXyw^^i-K (ZOOmL) 5 0'CT?2N-*»ft:+hyf 

(3 5n.L. 7 0. Ommol) «4 CC-?! 5»a#Ufc. 

|S|fi«-C*(2 0 OmL) *Jntfc.aSK:»»W«.raS«-Cl»l"«»''fc- ■ 
«fiaie*«:«»U * (6 OmL) tfifei^Ufc. «ffKiftU> «*9 5%T?4- (e 
KBitV^^/l.) -2- C (E) -2- [4- 7:==/V] 
3 ( 1 6 . 4g, 61. lmmol)«:»fc. 
»e.Jl,fc4- (tFo*V^^/V) -2- C (E) -2- [4- (fy7/v*B 


#PCT/JP01/06145 

^ol) ^i.rf'MV^^y^'^^^'^r^y (0. 95mU 5. 44mmol) 

=^(0.4 5mL. 5. 8 1mmol)*«TUfe.iaS«-eiieBa»Ufe«> 
(aiaflET?4- [4- (IH-l. 2. J h-i/^ 

y-;K9 0 0mg. 4. 14n.mol)«J:tf*«^b9/^'^'^^^"'^^* 
(60mg. 0. 19,an.ol) 1 5t:»Ttf 2N-*»«^f 

9r>i>*iS«(7. 5mL. 15. 0»mo 1) *«Tbfc. l^BBtaaWf bfc, 
^CttftSSHfe. ^*»ffif««^fc. SS««C-f /-/V (2 0mL) m 

l,T«fa«S«:«m, *(2 0mL)-ei!fe*Ufc. Cl-C* 
-112-1 (E) -2- (4-hy7^*n^^'^^*='^> ^f-^v] -L 
3_^^.^,y_;^_4-^A-] 7==A-] -lH-1, 2, 3 

-byry-^Ml. 6 1g. 3. 4 4,umol)*»fc.«R*8 8%. 
•H-NMR (CDCl,. «. 3 0 0MHz) 

1 57~X. 68 (2H, »). 1. 88-1. 99 (2H. m) . 2. 60 (2 
H. t. J=7. 5Hz), 4. 39 (2H. t. J = 7. IHz). 5. 01 (2 

„ /cxj 7 49~7. 70 (8H, m) . 

H, s) , 6. 89~7. 08 (5H, m) , / . 4 » i • • 

28 

[1_ [4- [4- C [2- [ (E) -2- (4-f!)7;V*«';<^A-) 7== 
A.) :.f=^] -1. 3-**n^-/-^-4-'f^] ^ 7«=A-] 
-lH-1, 2, 3-b9rj/-.'V 


wo 02/06249 


PCT/JPOl/06145 



1) CH3SO2CI 



4- (T*b*V^^^) -2- C <E) -2- C4- (h-J7v^*"^^^) 

3-**1^~/-^ (15 56 8. 2. 23mol), 

^^,^_^(4. Tucjps-fc. iieressafflWbfc. 
ifcSESr^b*TJs«6ufc. (3. 3L) aae«»a#«^ 


1S2 


wo 02/06249 


PCT/JPOl/06145 


1 Imo 1) ^#/j:o 
»fe*.fc4- (t KP*V^^.V) -2- [ (E) -2- [4- (hP7;W*» 

^^;^) 7:.=A-] -^=^] -1. 3-***-/-^ (5 6 7 2. 1 Imo 
DKit^-^'-f V:^"«^'^=^^"'^51'(340g, 2. 63mo 1)*THF(3. 

4L) Cmfc. *»TSft^f (3 0 2g. 2. 6 3mo l) OT 

HF (56 7ml.) mimrvi^ msx^immmvt:^. ^Mv^n^n. 

:ii'J^/VT§>' (2 7. 3g, 0. 2 Imo 1) , ait.^'T-'' 
g, 0. 2 1mol) . THF (5 7 mU WE*«IPU-C**-fc. 1. 6IWI11J1 

isWufc. amc)»»a> i5%*iSMfc-^-b9 d- sekg. 7. 

35mol) *«TUfc. |Sim(et?4- [4- (lH-1, 2, 3-h9r-/-^V 

-l-fA.):f^.v]7W-;K5 0 3g. 2. 3 2mo 1) «J:t«ft^b9 

/^^^^.vr.'*=>>A (68. Og. 0. 21moO SrW^ft. 41«IHJB 

SIS^Lfc. IBIfi«tf* (3. ID /-^ (7- SSTUfc. 

(1 : 1 : 2) (2. 8L) . * (2. 8 L) «*t«>'^'/-"' (2- 8 
L) tSfei^Ufc. [l-C4-[4-[ E2- [(E) -2-(4- 

^,^,^^„^^^73,^,V) -X. 3-***'/-'V-4-'f'<'] > 

^^'V] 2. 3-f!)r^-^(883g. 1- 

8 8mo 1) Sr»fc. IK*8 5%. 
8 

...t.i o r (Bl —9- r4- (b!) ^ 
4- (t Ko^^-i'p<'?^/^) -2- [ (E) i L« .VI--' 


wo 02/06249 


PCT/JPOl/06145 




2) CHjCOONa 

3) NaOH CF^ 

(E) -3- (4- ihvyA^^^^'^^^) ^^-^^ F (2 

0. Og, 9 2. 9miuol) S: WV:^.^ (ZSmD KMx.. 1, 

r±hy (2 2. Og. 17 3. 3iamol) i3j:tJtWV:cy (2 5mL) SriP^ 

^^/V;^/V*^i/K (lOOmL) .S^my-^37K^ife (15. 9 g, 116. 
8mmol)33j:tJ^7K(2 0mL) ^JP^fc 7 0-^.7 5«C-e4. smm^l^it. 

(4 0 OmL) ^XX^^ (4 0 OmL) ^JPX.^^bfCo 5% 

(2 0 OmL) x^mm. mmvito domu 

^ho ;PfW1^*«riiiaU n:^^^-^^ (5mL) T*l5fe^UfCo l^fff2:#U 4- (t 
KP^^^^^/U) -2- C (E) -2- [4- (fy:7/v;rnpc^,v) 7:c^/V] 
3-:r^f-V-/K5. 96g, 22. Immo 1) ^#fco 

^4 8%. 

^H-NMR (CDCI3, 3 0 0MHz) 

2. 83 (IH, s), 4. 69 (2H, d. J = 5. 2Hz) . 6. 96 (IH, 
d. J = 13. IHz), 7. 51 (IH, d. J = 12. 7Hz). 7. 55-- 
7. 6 6 (5H, m) . 

##^1 9 

4- (fcKP^i-7^f-/V) -2- [ (E) -2- [4- (by7/V;^-P,(^/V) 
-1, 3-:*-'3f'^5^-/V 


1SU 


wo 02/06249 


PCT/JPOl/06145 



CONHj 



2) KjCO, 


(E) - 3 - (4 - ( b S 7/V*» ^ 9^^) - 2 -^^'-^^^ 5 F (4 . 

30g. 20. Ommol)*±tfl. S-i'? "^Tt (4. 7 5 g. 37. 
4:amo.) (2 0mL) D e a n-S t . r kS4r«V>X6 

llSliaaje*»K*l^fc. DMF (SOmD . * (3 0mL) 

»SI8*9->J^ (13. 7g. 9 9. ImmoDSrai^fc. lOOt^l. 51* 
raWUfc. m«K«C»«. »Bt»^^ (2 0 0mL) »J:t^* (IS OmL) * 

WJUBCSMS-^^'V (4 0 0mL) * (2 0 0mL) T-21ili*#«< »E 

mmvlt. «S*C-f (3 0ml.) *a.^fc. * (SSmU *«^T*r 
fflUfei!SS*«l&U * (4 0ml.) -fl^Ufc. 4- (tKP*V 

^^,W) -2- C (E) -2- C4- (b J7/V*P^*A.) 7:.=^] 
-1, 3-;f*D-y-/K3. 3g. 3. 71mmol) «r#fc. IR*6 2%. 
^^J^\ 2 0 

C2- [ (E) -2- [4- (hy ^7*=-^^] ^^^^^^^ '^^ 



K»*V»?^.V) -2- [ (K) -2- [4- (hS^.V*.^^^'^) 
^^=^] -1. 3-**t-/-^ (5. Og. 18. 6mmo 1) » 


(t 


1SK 


PCT/JPOl/06145 


WO02W6249 


<o , I 22 4mmo 1) SrTHF®« (2 6mL) 

1^ f ^ icF 14.5 mm o 1 ) StwT^o 

^H-NMR (CDCla. 300MHz) . , 

3.09(3H, s). 5. 22 UK, ^> ' J T^J* 

4H.).7.57(lH,.d. J = 16.4Hz),7.60^7.69(4H. 

m) , 7. 7 8 (IH, s) . 

-iH-1. 2. 3-byry->'^ 


PCT/JPOl/06145 


WO 02/06249 



[2- [ (E) -2- [4- (M) 7A-*P;<f-A-) 7.=/H ^y^.*-] 1- 
3_^^^,y_,V^4-fA-]^^/V^^'>'^'^*^"l- (600n>g, 1. 44 
„„.„1) 4- [4- (lH-1. 2. 3-hPr-/-^-l-'f'^) ^^^1 

(4 5n>g. 0. 14»>n.ol) SrTHF (5mU Ptt^fc. IN- 

- [4- [ C2- [ (E) -2- (4-b97;v>*»^^'«'7-=*-) -r=/v] 

- i 3 4 > b 7-=^^] ^^'^^ - 1 H- 1 . 
2/3_^yr^/-^(5 5 6mg, 1. 1 9n.mo 1) *#fc. "R^S 1%. 

CI- C4- [4- C C2- [ (E) -2- (4-h!J7;V=i-<'^^'^) 


137 


wo 02/06249 


PCT/JPOl/06145 


-iH-v. 2. 3-mr'/-/v 


1) o 
,CONHj CI-v^^A^CI 



(E) - 3 - (4 - ( h 9 ^A-^n ^^A-) - 2 -zfn^yT 5 K (4 . 

OOg. 18. 59mmol)43iWl. 3-5?f PnT* (3. S4g. 2 
7. 89mmol) Sr^/^^i' (1 4mL) d e a n-S t a r kWtffl 

^^-c3l«ll!lSBi^*»«^*cfc. mmyimi9^mz) <o}-'^=^y ^ 

THF (2 0mL) istiXfm.TY^ ^'^■^>^-^'^^r>'e=:ffJ^ (4 2 8n.g, 
1. 3 2 8mmol)*J««-fc. 2 0-3 OlCtS 0%*»ft* 9 -^ATK^iiS (1 
2 4 2 g, 6 6. 4mmo 1) «:*TUfc. iaiB«TM S^W^^Ufc, 4- [4 
- (lH-1. 2, S-byr-Z-A-l-fM yf^^] 73=/-^ (2. 89 
g, 13. 28mmol) SrlP^fc. 2ieiBSSii^Ufc. I^S*"'?* (13- * 
mU eitf^^-^-/"- (2 0mL) SrSTUfc. ^lc»»8W«, mUM-^l 
»mmV1t. Wfflfeft&SiftU ft^^-/-^ (4 0mL) -eJ^Ufc. Sffft 


PCT/JPOl/06145 

WO 02/06249 

mu [1- u- [4- [ C2- I (E) -2- (4-^9 7/^*-^^'-^= 

;V]-1H-1. 2. 3-b9T/-^(5. 35g. 11. 42mmol) 4r» 

T-T4- [4- [ [2- [ (E) -2- [4- (hy ^/V^n^^^) ^'^'^l 
-1. 3-***'/-'^-4-'f^] ^ 7.=^^] :/^'-] - 

lH-1. 2, 3-H)T~/-A'®K5i 
1- C4- [4- [ C2- C (E) -2- C4- 

-iH-1, 2. 3->';r>/-.W5. og)%*/i-^«-v-/w=i/9 (6 

Ot:.«S«*U 1- C4- t4- [ [2- C (E) -2- t4- (hP^^v^ 
p^^^) :..^.V] -1. 3-***>^-^-4-^^3 ^I-*-^^ 

7.=/H^f^]-lH-l. 2. 3-^.Vr^y-f^i:^S.tVXA. 29E» 
- -fc.- WB2 0 0 0-1082 0 4®W6«4^»btv5*,®i:l»-»S)-«*»- 
2%. 

R«at4»*X«!ll«f©@«fA (2 9) *15. 8 8. 2 1. 2 2. 2 1^82 

HicSsi". 

IKIfi«3 0 

1- [4- [4- t [2- C (E) -2- [4- (^S7^=^»^^'^) ^^-'^^ 
:n^=.V] -1. 3-***-/-^-4-'f'V] ^l-*-^^ ^-^'^^ ^^'"^ " 


13d 


WO02/IM249 


pCT/JPOl/06145 


1- [4- t4- [C2- C (E) -2- U- (bS^^^n^^'") 7-=^ 
-1, 3-:r**'/-^-4-'f'V] ^ ^^'^^ " 

lH-1 2. 3-f9ry'-/Kl50. Og)Srr*hVl. SLtdW^fc. 

0ml«riRTbSa2l«ia.*»T5. 51«lW«#Ufc. 5iBU*»Ufcr*h 
W*=l/1 (3O0mlX2) -^iSt^bfc. 4 0'CT;»E(ei«Ul- C4- C4 
- [ C2- [ (E) -2- C4- (b!J7.V*P>^yV) ^.^^A-] - 
^ 3_^^H^y-^-4-f/H^h*5']7:c=/V]^9^^].-lH-l. 2. 

gl H 9 T-Z-A-mSkk LT 1 4 1 . 4 g»fc. "R^S 4%. 

WSStt»*Xi»EWf®ia«MI (2 9) «56. 9 8. 14. 0 2. 17. 5^6. 
2 1. 10. 2 4. 7 0«KWS«ft'^-^*»S»*^**®*f''^"='*'^^ 

2 3 

1- C4- [4- [C2- C (E) -2- [4- ^-^'^^ 
-1, 3-***:/-^-4-^^3 ^ 7:.=*-] ^^^3 " 

• 1 H- 1 2 3 - h 9 r-/-/v > i^'.'^^^v^^SfefiwSS* ■ 

1- e4-'c4- [ [2- C (E) -2- t4- (b.J7.V*»^^/^) 7== 
-IH-l, 2. 3-b9ry-A-(l. 0g)*»K:^9=-^5 0ml. Th7t 

^yyotf;V^-f'/U=l/l(3ri)T?J^Ufc. »fffa*(4 0lC)Ul- [4- 

C4- [ [2- [ (E) -2- [4- 7==;w] -^^'^l 


140 


PCT/JPOl/06145 

WO 02/06249 

-1 3_d-*■!^y-^-4-'f/^] ^ 7-=^^^ ^^^^ -iH-i. 

2 3- h p r^-A- ;<i'y^^*^'««* 1-18 g»fc. «*9 8«. 
•H-NMR (300MHz, CDCl,. «) 1- 61-1- 69 (2H. m) . 
1 9 4-2. 0 5 (2H.m). 2.6 2 (2H. t . I = 7. 3 6H z) . 2. 
9 0(3H.s).4.6 1(2H. t . J = 7 . 1 4H z) 5 . 0 6 (2H. .) 
e. 9 1^7. X3(5H.»). 7. 60-7. 74 (6H,m). 7. 9 7(1 
H, s) , 8. 16 (IH, s) . 

1- [4- [4- [t2- [ (E) -2- [4- (b-J^^*"^^'-) '"^ 
-1. 3-***'/-^- 4 -^^3 ^ f*-^^ ^-^'^^ ^^'"^ - 
lH-1 2 3-b!)T-/-^' p-^;^3l'✓;*/^*'■^®»* 

_1H-1 2 3-h'JT-/-Ml. 0g)S:B»»^A.6 0ml,7'b?tb 
p^^yslnl K»«**fc. p- h.V.>'^.V*yB^**.«.(4 06mg)*^ 
H9UKB75V5»lK:»»Ufe»«*«T^^- SS2l»liB2 0» 

> r. m r r2- C (E) -2- [4- (H'7/l'*o 

m*a«(4o-c)ui-[4-C4-cc2 c (e) 

^^r.-l -iH-i. 2. 3-b9r>r-;v p_ wv^y^A'*:^!^ 

4:1. lg»fc. IR*8 0%. 

>H-NMR (3 0 0MHz. CDC 1.. «) 1- 5 8-1. 6 6 (2H. m). 1. 
90-2. 01(2H.n.),.2. 31(3H.»).2. 5 9 (2H. t . J = 7 . 2 8 H 
z). 4. 49(2H.t.J=7. 06Hz). 5. 05(2H, s).6. 88-7 
19(7H.B.). 7. 6 1-7. 8 1(8H.».). 8. 0 2(1H. s). 8. 1 6 (1 

H, s). 
##^2 5 


wo 02/06249 


PCT/JPOl/06145 


1- [4- [4- C [2- [ (E) -2- [4- (HJ^/V^P^*'^) 7-='"] 

lH-1 2, 3-hST'/-/v ^y^:^;^y^*^'»S«'M 
1_ [4- U- [ [2- [ (E) -2^ C4- 

-1, 3-**D-y-'<'-4-'f^l :7-=''-] ^^'^l - 

lH-1 2, 3-hyT'/-/Kl- 0g)*»K=^^'l'5 0ml,f'h5tKB 
7 9 V S m 1 ^y*y^/^* VS-*** (3 7 6 m g) h 9 1 
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